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mmm 

ruT-iy*!—* - rPr-f >7 *7 7 79— efcn-Kt sfrMStfe-? 
z <d &m c m u t w ofii * %^si«iflg yiEi/<in*DtT«iffli*nftw-n« 

x-f i? (ttT^rt^), Wt^Klfti; >iW/7Dr^f >7 

4»^W3&!9!S!l*j|ifcbTV^5ci:*«J:<*P6nTV^5o 

dfcOTe>*»i:*oTV^5 (Semin Cell Biol 1994 Dec; 5(6): 367-76; Cell 199 
5 Jan 27;80(2):225-36; Genes Cells 1996 Feb;l(2): 147-69; Trends Biochem 
Sci 1997 Jan;22(l): 18-22; Proc Natl Acad Sci U S A 1999 Nov 23;96(24):13 
603-10) o mm^zWnK^tUKD^i-— tf • 7 *7>7 7 9 — b? ##£-f5 £^"5 C 

lz&bfflfr<MW2nx^Z>£MZt*&i%TZo lot, • 7*7 

77^- iffcfl5fflf**«tt, l/-b7^-Tlf-7 h^V-b7^-7>^=J"-7 
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7 *7 7 7 * — #Mfc> v^^lfttt**:^^ b < > 

7 r * -Hf & |bJ£ u *CD^a*»fi6%»Wf 3 c £ K £ t) * #rfc ftSIISO^^ 

«fcW8&<oiitfc*!!IUfifcTa. 

T> .MJ^7^D->| 11-248036) *&^-B'7^77*- 

•e®mm*#^>9n-> (KP7D-» fta^-rsitstt^fc. z^^u* 

777D^->(iJl] **JzI**v7&tZ*.Z±&*<Dl&\,*(il>M?>( 7*9 U-0 
fl"-*L *5«tt^ [2] S'^ffiiJOE^J^eo^SMM^^^A (ESTfc**UC# 
±ft-CftV-**Oftfji^fc±"i; r ATGpr fc«fc SM£*-3^TSIJR) fcOffl^to 
^CJ:otlRflv5?nfex £^&5fi£$©H^7D->-e&S 0 cDNAM 
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tfc^py-tft^&^.U »^^^o->C»LTff-5cl:K:J:D, 12 mo* 
D -> rc-NT2RP2000668j> l"C-HEMBA1002212j, «"c-NT2RM4001411j, r C-NT2RM400 
1758 rc-NT2RP2002710j > i"C-NT2RP2004933j, rc-PLACE1011923j, l"c-NT2RP200 
1839 j, rc-HEMBA1006173j, rc-OVARCl 000556 j N rc-PLACE2000034j, 43 J: V l~c-H 
EMBA1001019j (#T, KP?P->) &SI#!bfco C©K F £ P->£&, bh 
=3 — K f £ ±ft cDNA $ *Vt ^ * • 8**10 * £ • 7 * * 

7 7*— *(D&m&MMft<nm*tei'*i-*teMmmzmt>-3z^zz.t 
tftot>tix#*). <$®fimLtz*i—v • 7*77 7*- j emmm%&'DKP* 
p - > ^ic^ t, i?<d */ *±)),fc%mmz m t> r> x ^ s rt^^ * e> • 

BP*>#&0J3tt, irSEfct: h^P^-f >*i— j?, % k ^°^ ^ 7 _*? :77 - 

CO TIB (a) (d) OVN-fftfrHIBifc© DNA, 

(a) ISSWf : 2, 4, 6, 8, 10s 12, 1 4, 16, 1 8 V 2 0, £fc 
£2 20VA-fn^l3i3m©T^ yi?iB^(J*^*S^>/^K^=i - £ DNA„ 

(b) : 1> 3, 5> 7, 9, IK 13, 15, 17, 19, ktz& 

2 1 o^fftfriztmcDi&mimo?-- F»#*£tr dna q 

(c) iB?iJ#«f : 2, 4, 6, 8, 10, 1 2, 14, 16, 18, 2 0, 
_&2_2©U:f-*l#£f2©^^ 
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4, 6, 8, 10, 12, 14, 16, 18, 2 0, 2 2®lvfftj&»fc§B 

DNAo 

(d) IBflJS^ : 1, 3, 5, 7, 9, 11, 13, 15, 17, 19, £fcfi 

2, 4, 6, 8, 10, 12, 14, 16, 18, 

2 o, £tc\±2 2v>^TM?£im<DT* smmfrhtiiZ* »M?ntnnm 

C2> .SWt : 2, 4, 6, 8, 1 0, 12, 14, 16, 1 8, 2 0, £ 

C 3 } 8B?iJ#^ : 2 4 ^BB^^m^iE^JS^tf DNA, . 

C 4 D C1D 2:fc& C 2D ts3«g©DNAt<tf)=i- K^ns^>/^M*fc(i: 

c 6 ) c i } e> c 3 d o^-rn^(ci3«(D dna i^mx^ntz^ & -> 

C 7 > C 1 > C 3 ) ©WfJifrttB*© DNASfcli C 6 0 fctB*.©^* 
C80 07) cMoi£T£IU&ft-^*U Ki^»IIS£fctt*©£*±iilj&*S 

»a**fe^w^n*isiJR-r«xa**& s C4) tfe(± C5ycga*B©*> 

C9} (4.) Sfctt C5D tciB*©^>/^S5Sfett^r^.Ht*S^tSiSf^ 
Cl 0} : 1, 3, 5, 7, 9, 11, 13, 15, 17, 1 9, £ 

fcii2 i(D\,\fhfr\zmm®M&m>\frt>*5 dna £fctt*0raw£*B*&to& 

d>-fcX-fc-&4-5-7-^ — — 
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. .fc%W&. MMte*i-~e • 7 * * 7 t> * — t? £ 3 - K 1 5 1 h teXMB? r C 
-NT2RP2000668j , <"C-HEMBA1002212j ^ l"c-NT2RM4001411j , f"c-NT2RM400175 
8j x rc-NT2RP20027l0j , l"C-NT2RP2004933j > «"C-PLACE1011923j ^ r C-NT2 
RP2001839j N rc-HEMBA1006173j , rc-OVARC1000556j , rc-PLACE2000034j , 

rc-HEMBA1001019j *.W&tho ZtibOt h fi^iSfc^ cDNA (DtOL&M&L 
XF& cDNA (CcfcO^-K^nS^^/^KOT-^y mMm<D®.n&^&u~F<DM 



rC-NT2RP2000668j 
i"C-HEMBA1002212j 
TC-NT2RM4001411j 
l"C-NT2RM4001758j 
rc-NT2RP2002710j 
rc-NT2RP2004933j 
rC-PLACE1011923j 
rC-NT2RP2001839j 
rC-HEMBA1006173j 
rc-OVARC1000556j 
rC-PLACE2000034j. 



cDNA 

mm^ : 1 
mvm^ : 3 
mm^ : 5 

: 7 

mm^-: 9 
umm- : 1 1 
umm : i 3 

W$m^ : 1 5 
IB?"J#3- : 1 7 
: 1 9 



2 
4 
6 
8 

10 
1 2 
1 4 
1 6 

1 8 

2 0 
-2-2- 
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rc-HEMBA1001019j K5U#^ : 2 3 
£tz, rc-HEMBA1001019j Co^Ttt. 1E?'J#^ : 2 3 izmt cDNA 

T $ y g£ffi?"J : 2. 5 iZTjkto 

*W«*fc*V^T r tf&^RO* *^BJ©±iait{K : ? rC-NT2RP20006 

68j . rc-HEMBA1002212j „ rc-NT2RM4001411j . rc-NT2RM4001758j , r C-NT 
2RP2002710j > rc-NT2RP20G4933j > r<vpLACE1011923j , rc-NT2RP2001839j . 
rc-HEMBA1006173j N rc-OVARC1000556j s l"c-PLACE2000034j % fcitf r C-HE 
MBA1001019 j *&£&>X rKPSIfc^j ^ ^ft^ftO&fc^tJioT^- K3ft 
( rc-HEMBA1001019j tomtit : 2 5£^-rrSyiS 

cDNA *£tf£fcjWB83Jx (#BH¥ 11-248036. 4$SR 2000-118776. 4302000-1 
83767) . ^cDNA(±Bi?L^ffl^^^^-^*i^ii*n-C^-5fe«). 

«M6CW"rsm*4»ac:fc*«iirt6tffe5.. m\V>*1-~ V -7*7.7 79-1* 
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o . ite^ « Iridic ^ufcaM&fcfcKifc ■=> r v > s c £ & 

Wfctt, &©<£ *> ft U HSe^?" yfc'f D £Me* * 'J > ^*ff -5 o 
*&BJ3©KP^{K^£<at?^7*-^ Wn^-iU^ > h*«f3l/* 

S/rfc-P^T,. **iliOKPae^Wffl-rS3JpSfr*^rsc:fcfc:j:»3x * 
^©KPM<E^©M«l3ov^T^^ftM^#^n^c:^^^nSo 

£P^£*M©tPB#B!Ctc»e>ftTOSo ^ot, mtKJP&tef tf*S*>;N_ 
> 1/ X > p £ *f U Ximt Z Z £ * © x > /\ > -9— x X 

> rfcH«BE»0tt*freK *©KPMsW8lt> 
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9~- tf> {&fr : ?mG*>>V7W1fee>*>^?7 7^ x Smad 7 y v 'J -> STAT 

mm (KfbxM/.^ ^ m^^o ^^wsct^T-t 

V 9 -3tf5^ & ^ <^ £ T y 1' x a m^-iz X-oX ® m £ ft £ fjx 
l££>&II* ^ r V>THJ«6-r SCfctfT'^So m%.&> Clontech Mercury 
™ Pathway Profiling Systems^ Stratagene *±£> PathDetectR Trans-Reporting 
Systenk^«ttJ f PathDetectR Cis-Reporting System ^(D*v Y £W 5 Z tftX 
§5o ^fcx XM^M^tiX^^^mm^m& (Overview of Genetic Report 
er Systems. In Current Protocols in Molecular Biology, Ed. Ausubel, F. M. 
et al.j (Wiley & Sons, NY) Unit 9.6 (1995); Molecular Cloning: A Labora 
tory Manual, Cold Spring Harbor Laboratory Press (Cold Spring Harbor, NY 

( i989) ) o x mmt £ 3 1 #T* £ S o 

7— MX.lt, Promega4iODual-Lucif erase™ Reporter Assay 
System & ZZm^tcUmfttefimzX r> XMfet Z>Z\ t&X 

7i7-^Ifi?(Z)i, Will #n&t$7;i/5b U7jr7x77#^--fc?Stfc3% 7 D 
7A7iiD-mfJl/h7>^7i7-^ (CAT) 3H£^ fccfcW-#^7 

xWN>^-xl/^ > h t Ltliv IlitiR&Jfo&^l'^ > r (Serum Response Ele 
ment: SRE) . cAMP b p<> h (cAMP Response Element: CRE) s TPA B.Jfo 
&j^\,*>Y (TPA Response Element: TRE) x NFatB (Nuclear factor of *B 
_cell-)-^x.l/.^->-|> v-gfci/-a ^-SfSf4i3i-ix^->-h-(Heat-shock-Response~El 
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ement: HRE) N yfr^zuif-oj h'SJ&^xl^ > h (Glucocorticoid Respons 
e Element: GRE) , API (Activator protein' 1 :• c- jiin/c-f os &£#) *g£x 1/ 
* > K NFAT (Nuclear Factor of Activated T-cells) ^xl/^> K p53^' 
-^xl/^>h N -i y$— 7xP>7r5t£'fbxW> r (Interferon Gamma Activ 
ated Sequence: GAS) s O^-7i0>Mx^^>h (Interferon-Stimu 
lated Response Element: ISRE) , E2F *££x 1/ / > r s STAT 7 7 ^ U -&-&x 
1/ ^ > h , Smad -;££-& x u p< > h N TCF/LEF *g£x U ^ > h . GATA 77 

^ 'J-^x|//> K Tx^P— ;i/p|@5x W > h (Sterol Regulatory Elemen 
t : SRE) ^ IRF (Interferon Regulatory Factor) 77^U —H^xV* > K P 
PARy *££x i/ p(> h % * * V AhR ijfr£x b > h &0iJ^-T S - £: % 5» 
£fcs l/3|?-^-Tyb^tfflV>S#±<BIIiai:bT^ 293, Hela. NIH3T3, C 

v-k Jurkat, mvmmm®. famto&mm* ^xu>mmm^mmt^^t^ 

&mm*. ttz, b hKP*W*7fC (E8I#9 : 2x 4s 6s 8, 10s 1 
2s 14s 16s 18s 20s 22s 2 5 ) »V7% 

*^-r-5oCCD<ta^^>^7Mt3lis^lx.^s t hKP*>n7!K<D£llffcx 

W?m» £ HftW&^flS^Wa^ifefc <£ ») *» 9S b tz& CO £<&ffl 1 5 ^ £ #T'£5o 
£fcs IffilLfb&fflffl (C0S7s CV-K HEK293s HeLa N Jurkats NIH3T3&£) *\ E 
*«DII§-(-Sf9-3&:^)-s-^IlS-(-E— coli-)~#S&-^(3^±=^^->7^^S«r^^ 
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t S8i£?£#A U *M83I£ fl tS 5 £ h T- § 5 o 

[ r - 32 P] atp «c i:©, »«ttPitt7c*-c*»^nfeATP iffl^scfcicit), * 
n^>^^<o^)>m^m^s m^yy^-u-i/ay^^y^-^ 

^ ^5 7 -ft i^id i t> «"J^f 5 c i: ifiX s 5 o 

yymb#y*Z®&®fcW*Z*mi\ ELISA (enzyme-linked immun 
osorbent assay) *\ «i7X**>:/D y hffift >*#<0 U 

^f§o^^r^ h* ft ffl ^ 3 CI t WX 1 S o 

«to-t^'j>^fl:rS<4S*'J^ r rSdi:*"t*§So iOi^CIt Protein Phos 
phorylation: A Practical Approach. First Edition (Hardie DG.t£ ^ Oxf 
ord University Press., 1993) ft £©$#£13$© -J&ttft^&fcftoTff 3 C 

iia u >»ft?stt **J€1" s c £ £ a o 7 * * y y * — i? * > ; n t hx 
m<o y®<b%&<Dmfe<D®& tmm^bxmm^tc^^mmtz^t^x 
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>/^g£D U >iHb#$S&, ±13© 'J >SMbfStt©*y^©«^i:Hfill©*^ 
££!5$J£1"3.r £#T-£5o i&ftttttfctk Protein Phosphorylation: AP 
ractical Approach. First Edition (Hardie DG.3£ 31, Oxford University P 

ress., mn KzcDmttzmv-f&wjJsmt&^Tftszttfx-gZo 

EMBO J. (1997) 16:1921-1933. fcg3«®^iS*##fcff -5C 

7 u * h x 7 - - > *m «t o > >^ntB^t % 

AiMtlis EMBO J. (1997) 16:1909-1920. £fB*B©#&£##£fT5 

m *> ntz %m 1 1 t tts * >^ ? ss : t ^ n * mxt z nm&to*> nx v > * <> #y * 

«, %M%X-$>ti\Z, -®m$n$)&mm%& (Hashimoto-Goton, T. et al. (19 
95) Gene 152, 271-275, Zoller, MJ, and Smith, M.(1983) Methods Enzymol. 
100, 468-500, Kramer, W. et al. (1984) Nucleic Acids Res. 12, 9441-9456, 
Kramer W, and Fritz HJ0987) Methods. Enzymol. 154, 350-367, Kunkel,TA(l 
985) Proc Natl Acad Sci USA. 82, 488-492, Kunkel (1988) Methods Enzymol. 
85 , 2763-2766) ^fcffl^T, t h K P * (IB?!J#f : 2, 4, 6, 8, 

1 0, 1 2, 1 4, 1 6, 1 8, 2 0, 2 2, Sfel4 2 5) 07^»tit* 
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t rKP^W^H (iESWf : 2, 4 N 6s 8s 1 0 N 12s 1 4 N 16s 1 

8s 20s 22s ztc&2 5) <Dyz;mmi£%^-cit>\s<&mm<D7$; 

y^lSlis Ms 50r^y^WF*3T'^l3s $?SU<(i30T^y^rtT'fet)s 



&&7^;m (As Is Ls Ms Fs Ps Ws Ys V) s M&VliTlsm. (Rs Ds Ns Cs Es 

Qs Gs Hs Ks Ss t) s mffiMmmzti-rzTKsM (Gs As Vs Ls Is P) s « 

&$Gmm*&tz>7' ^ y ^ (Ss Ts y) s mnm^mm^t s r s. ;® (Cs 

M) s *)l<#>mRV7$ F<Smm*%?Z>7<SM (Ds Ns Es Q) s &s^*r 

Mm*fitz7$;M (Rs Ks h) s %mw&mm*m?z>7$.;®. a Fs Ys 

!K^€0»^^^tt^^t--S3i:(±t-T-{c^4)nTVv5 (Mark, D. F. et a 
1., Proc. Natl. Acad. Sci. USA (1984) 81, 5662-5666 s Zoller, M. J. & Sm 
ith, M. Nucleic Acids Research (1982) 10, 6487-6500 s Wang, A.* et al., S 
cience 224, 1431-1433 sDalbadie-McFarland, G. et al., Proc. Natl. Acad. 
Sci. USA (1982) 79, 6409-6413 ) o 
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K(EWf:2, 4, 6, 8, 1 0, 1 2, 1 4, 1 6, 1 8, 2 0, 2 2, 
£fc«2 5) £3- K« DNA hffeO^rf- KXfcfc* >WM*?-Vt% DNA 

^PjO^V^^ga^Hl-^H^^tl-Sffe©^-^ KhLTtt, 0!)x.fcf, FLAG 
(Hopp, T. P. et al., BioTechnology (1988) 8, 1204-1210 ), 6il0His (t 

%**jy) WiMtPhtz* 6xHis, lOxHis, ■< y? )ux.yymmm (HA) , t h c 
-myc ®»ffr, VSV-GP tf)#r>i\ pl8HIV CDiTr/*, T7-tag, HSV-tag , E-tag , SV40T 
{n^OBfrtf-, lck tag, a-tubulin <D»rtf, B-tag , Protein C ©«f)t^O^ 

nzm&tyrttnt^xi*, gst (w^>-s-b7>77i7 
-H?) , ha uyy)ix.yymmm) , a; ^0 7 p—ti?? 
Y*/?— e, mbp ssfa«^w ?>n5o mflR^nrv^^ 

Cft^r^h^fcli^W^fCfc^-K-f* DNA£#3BE!8©* W^Hfcu- 
h* -f £ DNA fclfc££ tf, d ft iZ X 0 M £ ft fe ife-£ DNA £ £ if 3 CI i: C «fc 0 , 

m&*y^9m*mtzz.t&'c%Zo ^ 

e>n^ffe0^Si:bT(i, J^T'VyjV-Z'ay&ffi (Sambrook.J et al., M 
olecular Cloning 2nd ed., 9.47-9.58, Cold Spring Harbor Lab. press, 198 

9) *mmt.%i5&t?m-f £ft5o w*>, thKP*w^;g£ 

u-K-TSDNAiB^J (IB?iJ#^: 1, 3, 5, 7, 9, 11, 13, 15, 17, 
19, 2 1, ££(±23) fcb<tt*©-gf5£*£, Z.frtm'&O^mk*. 

#afur, ma^h hKP?y^7ntmtfemzmm&#yrt7nz&t&? 
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^©iSMM*®***?' (0!l*.fck 7>;h, ^-9-^ 

b h KP^ WMBWfcH««c^ W**Jt«3- K-f 5 DNA *JMrrs 

© ^ T > 0>J it tt 42°C, 2 x SSC, 0 . 1 % SDS OtkftS $> D s » * b < SOU 
2xSSC , O.lXSD&cMSft-Cfc*. «fc D»* *W >a>©*ft 

hb-rtt, r y >s?x> hft^^if e»n*« h y >£x> 

0>J;tfcE65 o Cs O.lxSSCSr/O.^SDSCDlfe^T-^So dft*>©|fem3;fcU 

#£o fibs Mr'J^'g-J'aW h U >yx_>^-K:flMfrr$g*2:b 

5iiRt-3££T*!l$©x h u >^x>^-<&^-rsci:^qI^-e^5e 
ij^^_:^3>©^CWtS££&S*i£TfcJ:s ^fcf Sambrook £(1989, Mo 
lecular Cloning, A Laboratory Manual, Cold Spring Harbor Press, _N. Y.K 
^tFAusubel £(1995, Current Protocols in Molecular Biology, John Wile 
y&Sons, N. Y.)fc^y r 2.10 fc«fc i&ffi#i?fc:m*T&S£A^ttC 

&tz, /\4 7') fTJ V->ssl'£frZ.Ts b hKP^>/^H*3-K1-SDN 
A (K*J#9 : lx 3. 5x 7> 9> 1 1> 1 3. 1 5> 1 7 s 1 9s 2 Is &tz 
l±2 3) ©I2^Jti#^SC^bfe7 , 7^^->&fflV>Sji^ii1>S^. mtf, 

vmm&fc (pcr) s**ufflbTJMti-scfc*^teT*So 
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P*W<7ft (IE?!J#-t : 2, 4, 6> 8, 10, 12, 14, 16, 18, 2 
0, 2 2, g;fc«:2 5) tTKS&Jm£*^XK^ttm&Z*i?Zo *%W<D 

* w^^tt, t bK?*>*!rntmt&$nzmi§"c$>*)s fr-om^m^: 2, 

4, 6, 8, 1 0, 1 2, 1 4, 1 6, 1 8, 2 0, 2 2, £fc{±2 5fc*£*l 

7^ffill/^{:*^T, iiS, 'i>&< £fc 65%W±©|sj-te, $fSU<(i75% 
«±<D f§!-fi, £ £ J£#* b < 85%i^±£0l5i-i*, e b < ft %%U± 

(Dffl-&*mto *>n?m<Dmm&*&fetZ>lZl^ (Wilbur, W. J. an 
d Lipman, D. J. Proc. Natl. Acad. Sci. USA (1983) 80, 726-730) iz %m<*>7 
;i/znjXA(cbfc#;Ltf,£w 

bfrb&#£, W^fft t rKP*>/^g£lEO^©m&£*b 

ST*fen«, *&W<D* >^7ft£3-l*t3 DNA(^Jx.Kie^J#^: 1, 3, 5, 
7, 9, 1 1, 13, 1 5, 17, 19, 2 1, *fett2 3 £iSifr<D&£iB?!l£ 

w-tsdna)£, jasafc^* cnftat^jftiii«UBK:*Au 

£bfcT7>r^>f--7Dvb^7^-fcfrttS££l3j;!), tfcfcts 2££ 
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^tb<(*9r^ ;itti®7^ j muni? h ta t^m^ft^?* m^Rtfs 
o7,z *iBiB©^>^^s©(s^J^iass"j©^ ;ytr=>^c.. 

© in vivo in vitro £fcS*5£jgfc*Uffl£>l-&fl&x W*tfx *&P.E©*>^ 
^«3-Krsafi^©S«CjBHr5tSlife^>*fBM©^>^^«K:J:0J&* 

iafli^£&©at&=7=te*&^ 
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0 

*>-H*Jt*3-K t-5 **©-Cftii«^*»«eS^JB"C*» £1^ IP£, mRNAfr£ 
£$£ttfccDNA-e&£fr, >!7V ADNAT-fcSfr, <b^£$DNAT-&5fr&i:£P^ 

< &*®££S8i$ mt Z> DNA ^$n^o 

$&B.gC5DNAIi, BMmfc&towXmz&bMMtZZbWX-ZZo 

ODNAcDg^J (#Rfct g£»^ : K 3 V 5, 7, 9, 11, 13, 15, 1 
7, 19, 2 1, £fc&2 3) <D-ffi%7n— 7fc LTA^ 7>J ^-t?-—>3 > 
-5 llf £ So cDNA ^ -f 77 U -tts 0»Jx.fc£, (Sambrook, 

J. et al., Molecular Cloning, Cold Spring Harbor Laboratory Press (1989)) 
lZ$&tt<t>l5&& X UT* J: V> U rfrJRO DNA 7-f77 U -£flH>T * «fc W 

*«WO^W^H*«6SU-rt>5lBUiaJ:t) RHA'ft*»U MSlIt 
£») cDHAS;&(BLfc&N DNAOS5U SEfl)*-^ : Is 3, 5, 

7, 9, 11, 13, 15, 1 7. 1 9, 2 1, £fc&2 3) (c^^T* 'J =f 

* Jt* 3- K * S cDNA *JglB 3 * S £ i: J: DiUS* S £ * ^flS** So 

ftfcftfc cDNA 0ffi£ffi3»J*fc£-rS £ fc£ Jt_D , *n#3- K«»jW 

s&s-e &s © * > p %o r ^ ; mim &f# s £ § s . * fcx 

if^ftfc cDNA £:/P-7t. UT^ A DNA 7^f^7 l>-£;*£ U-->7-T5 

^-^>ji3i^(Chirgwin, J. M. et al., Biochemistry (1979) 18, 5294-52 
99) , AGPC& (Chomczynski, P. and Sacchi, N., Anal. Biochem. (1987) 162, 
156-159) '^fc«fc!j±RNA*W8SlU mRNA Purification Kit (Pharmacia) 



WO 01/09345 



PCT/JPOO/05060 



18 

{£fflUT£RNAfrf> mRNA SWB.lt QuickPrep mRNA Purification Kit 
(Pharmacia) £/B ^ * c t £ <fc 0 mRNA £ jfiigffM-f 5 £ t T* . 
# £ ft mRNA & ffi V vt cDNA 5 o cDNA (D&f&te, AMV 

Reverse Transcriptase First-strand cDNA Synthesis Kit (£-fb^lH)^£ 

'-Ampli FINDER RACE Kit (Clontech §!{)£<£#* U ^ (polymer 
ase chain reaction ; PCR)&ft!V^ 5' -RACE &(Frohman, M. A. et al., Proc. 
Natl. Acad. Sci. U.S.A. (1988) 85, 8998-9002 ; Belyavsky, A. et al., Nu 
cleic Acids Res. (1989) 17, 2919-2932) cDNA©£j&fc«fctfi8(I.*fT 

mbtltzVCRmWfrb&ftltt SDNABfJtSTOU^^^-DNAiijg^-rSo 

*2gB£©DNA££l>TfciU «3Btttffl1"S1&±.©3l l >ttfflJfift*#* 
It, «fc !3^»©Hv^SK^J$H9;It-r^Ci:^T-§5 (Grantham, R. et 
al., Nucelic Acids Research (1981) 9, r43-74 ) » £tz. KftWO DNA t± x Tfr 
JE© df - y h ^« ©£& £ «fc o T t&^-T 5 Z. t ffiX' § 5 *&&t U T tt> 0!l * ti> 

U >*-©tt2Kk K> (ATG) SJltf/iSfcttllJta H> (TAAx TGA, Xtt 

TAG) ©ffiA$#3*tf&ft3o 
*SBHJ§© DNA tt, HftftCfci, »CDttlSK5Ui!S«<P 6 & S DNA *S^r 

• gE?iJ#^ : 1 ©JfiaHEflJfcfc^T 109 (ft©tt£ A £ 1713 &©^g T 

• iaW#^ : 3©mffiiB5U{3*s^T 170 &©!&» A fr£ 1135tt©^SC 

• mms-:-5.<omsmm c & uv-e-m&c^g-A-jip <=>-i45o #©iia-A 
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i<Dt&mmmz#^x stfLommhtPb i916&©^sa 

9 (Dt&mimzlS^Z 71 &©Jgg A 2479 G 

1 1 (oummmz^x 215 gl<d*&& a 1?% im 4&<Dt&& c 

1 3 <DWMWM1Z#V^X 773 tfL<Dm& kfrb 2179 #©J£S G 

1 5 <Di&mmmz#\,\x 23 &©igs a a* «*> 2290 g 

1 7 0^gf£?«J£fcVNT 67 A £ 690 G 

1 9(DmmmiZ£^X 1357&CD^5£Afre> 1929&CDi£gA 

2 1 oi&mmiz#^x wtixDm&h a»e> 2415 #©j&«c 

2 3 GD&giBWcfc^T 1371 &<D&& kfrt> 1494 A 

*&W(Dmki±£tz, IB3Wf : 1> 3 N 5, 7, 9, IK 13, 15, 1' 
7 N 19s 2 1, £tz\*2 3(37T<-f^»ia^J^e>^SDNAi:A^^U^Xt?. 
DNAT-fctK JLo±§B*^B^O^>/'^Ki:^^{3^^^>/'^KS3-K 

dna £^rtfo *v -e-*> 3 >}z#vz&m±mmmx&tiim'g.m 
<D0imz#i^XsU&*±\fzmz^mm&zGtz dna £f#sca;#T*££o 

±ffi©>W 7 U *y £ DNA tts K £ b < tt^^S^O DNAs m tt cDNA Xfc* 
&fif*:DNA-??fc& o 

?9-tLx&, m£M®ftfc&\*x*wmmkzuft\stc*)< *smo>*y 
wM*%m£-£Zfcv>iziiimx&Zo 

Wm*. JM109s DH5as HB10K XLlBlue) &£^*ftfcJ8«3tf**HK*'S 

tztbiz s *mmx-mm$tiztzto(D r 0 nj &*>*k $ ztzmmfcWiztittMm 
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pBR322, pBluescript, pCR-Script £#W£ft3o £tz, cDNA©^^" 
^p-r>^ ^JDtf.L^iWfcbfe^ ±I3^^^-W#(3, ^xtf, pGEM 

-t, pdirect> pn*£&mf (buz* *wm*>^>7W*£M?z>®mz&^ 

iHg£*l3 &±H3?rd£&8o&fr }^ JM109, DH5u> HBiOh XLi-Biu 

e ft £<7>*JI§® £ L feiiltrC^T «U *JHilT"» A < %W£ ZZ&ottTu 
*-*-\ m{£> lacZ /D^- (Ward Nature (1989) 341, 544-546; 
FASEB J. (1992) 6, 2422-2427) , araB 7"D^E— * — (Better h, Science (19 
88) 240, 1041-1043 ) ^ £fcfiT7 7-p^-*-fc££ftoT^3£fc#^Rj& 
T'&So CKDidft^^-^bTtex ±sB^^^-Oflil^pGEX-5X-l (7 7;b 
TisTttW:) , TQUexpress systemj (*7f>tm) , pEGFP, ^fc(ipET(C 
© t§1^ ?g T7 RNA 'J * ^ — fc? £ ^ b T ^ -S BL21 #$? ii b ^ ) * if # W 

pe IB ^:h;uia?!J(Lei, S. P. et al J. Bacterid. (1987) 
169, 4379 ) fc^ffl-fftKcfc^o ?g£iB^©^*-©^AB\ 0flx.(£^b* 

rtJIK^fc** 0iJx«x *^©^w^^«ji-rSit:fi)©^^^-i:b 
Ttt* nilli&t)S3l5©^^^^- (0U«> pcDNA3 (W >hT h Py>M) *\ 
pEGF-BOS (Nucleic Acids. Res. 1990, 18(17), p5322K pEF , pCDM8 ) % 141 
fl&d&3te£>$§Ja^# — (#>lx.ti: l"Bac-to-BAC baculovairus expression systemj 
(¥7? BRL #«) s pBacPAK8) , *ttJE&£<D$SS&^ (0«Jx.« pMHK pMH2) , 
WmtfMJVTs &&<D$m* £-*=-(#J Xrfc^- pHSV-pMV— pAdexLcw-)— Ix-h-D-^ 



WO 01/09345 



PCT/JPOO/05060 



21 

<<)\,X&&<bmi^tZ- (0O*.fck pZIPneo) , mm&&(DftM'*99- M*. 

rpichia Expression Kitj (-Of nf >&§§[) > pNVll * SP-Q01) , ft 
WdafcOlBR'***- PPL608^ pKTH50) j&H&tf&ft'So 

CHO JOR COS NIH3T3 W^©i&WflaT*©|g3S^ gtt 4: Ufe^tC{i> 
HDI}SP t iJT-^^-&Sfc«)(c^)5:7 , D^-^- > 0>J;L{£SV4O 7d^- (Mul 
ligan e>, Nature (1979) 277, 108) . MMLV-LTR 7Pf-^- EFla7*P^E-^ 
- (Mizushima £>, Nucleic Acids Res. (1990) 18, 5322) > CMV7 , P ; E-*-& 

((«*tfx mm (**tV->>x G4i8*if) fc^'owe**j:a*ii«wtt» 

0iJx.fcfx pMAMx pDR2. pBK-RSV. pBK-CMV, pOPRSV, pOP13 ^JT^tf 6ft£ 0 

fisawt-rs*^.^ &B&mm&*x.m ufe cho Wfc^ti^ffi^-rs dh 

FRaMs?****-*^*^ (0>JxJ^ pCHOI * if) 4$XU * r M/*«fe-'r- 
(MTX) lc£!)iii|g£^££&frW6ft> »fc?©Hitt©$63l£il)<J*: 

tzmGizi^ sv4o T^^^m-r5afE^$^fe^±ti#ocos«^fflvNT 
svwwastte^&^o^^^- (pcD^ir) T*Bnm&tzi5mi*mf <on2>o 

(BPV) ^-©&#©*><D£flH^C:i:&T-££o 

h7^7i7- If (APH) igfe^s f-5S?>-^— (TK) itfi^ *S§ 
@^>f>^7->*^*i;mh7>^7i7- (Ecogpt) Jt^f N i> 
kHPXniTcBIX (dhfr) fc#T*£S 0 
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: r;*?4)W<>7$- (^fctpAdexlcw) *?V l> Dfr-OI/;*'***-^*.!* PZ 
IPneo) ft^lf?,n.5^ N<D*ftHJ3©DNA 
O^A*ifO-«5W&it<sT-Sftti. m^^^oTtfacii:^qJ^T-^6 (Mole 
cular Cloning ,5.61-5.63) <, Sfcttl^Ott^tt* ex vivo &T*&^>T*k in vi 
vo ?£T*3b^T&cfc^o 

BW>/^Sffll!MiOfeft©Mfcltllfflf5Cfc^^5. ^> 
/^KSijgOfc»(D^^(± N in vitro in vivo £>0£2S#&£ O in vi 

tro <Dms.^tbxn, nmMffi*&mtzm&m*mmMM*&wtzm&% 

nmmmzi&%tzm&, mmmm, m^mm. nmmm^^m 
\,^z.ttfx%z>o wi^mmt^x^, m%mmm, mz&. cho (j. Exp. Med. 

(1995) 108, 945) s COS „ 3T3 N ^xd-t n _BHK (baby hamster kidney K 
HeLa. VerOs P£MH& 7 U # y * #x;]/#MJ}a (VaMe, et ah, 

Nature (1981) 291, 358-340 ) ^ i&S^ttliMR 0iJ;U*> Sf9 > Sf21, Tn5 

wtobtix-^Zo-cm mmt lti±, vmmtettkmLtz cho mmx& 

5 dhfr-CHO (Proc. Natl. Acad. Sci. USA (1980) 77, 4216-4220 ) ^ CHO K-l 
(Pfoc. Natl. Acad. Sci. USA (1968) 60, 1275) *&M\Z&mt%Z- £&X'% 
5ofJtJWc^V^rv^ft^^i^^t5^t(i^(cCH0«W*U^^o 

?iriw^©^^^-w#A(i> ma* >)>m*)i<i'*km, deae^**^ 

>8U rt^tf-y^'JtfV-ADOTAP (^-'J>#-TWW AftiO fcffl^fc 
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ii«i:ttH:> 0«;tfc£> -D^:^ • (Nicotiana tabacum ) ffi 

* > nit %&MJh t ut *d e> nt £ o . c n & * tut «fc v 

XBJUSfcU-tttx tfy*D$-fe* (Saccharomyces ) B> mX 

l£s t.yjbP^W • -fe 1/ ti/x (Saccharomyces cerevisiae ) N #>J;i 
fcj^ Tyl'Vl^l* (Aspergillus ) jg N MA.it, TX'Vv3r)'»7> • -73- (As 
pergillus niger ) ■ jWn-MlTWS. 

*ii§ii (E. coli ) JM109, DH5a, HB101 tt 

cn&CD|0IJia*a«Ii:-rs.DNAf3J: OJBj!teSlU J&9ME&3ftfcJPH£ in v 
itroT?^«-r*c:i:t;«t-»)^>^^RA f »ei*i5o t£#Bu &*n©#&C^fr 
^fc*st*#5o 0d*t& Maflaot^M^UTx flfctf, DMEM, MEM N RPMI 
1640. IMDM£&ffl-r3-fc#-e§£o %0)%, *te f JMaM (FCS) ^Ollll 

*g#B\ Mlts **) 30~40°CT*^ 15—200 WlBWV\_Mfc-je 

UTtts 74\ ty^ V->^ N Si^ffl^SClfctf-ega (Vkki Glas 

er, SPECTRUM Biotechnology Applications, 1993 ) . £fz. ffiSJBSMfcfcffl-H 
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ZisjL-yp^iclzmRUsZbX'v^ (Ebert, K.M. et al., Bio/Techaoiogy (19 
94) 12, 699-702 ) 0 

(Susumu, M. et al., Nature (1985) 315, 592-594 ) » 

(Agrobacterium tumefaciens ) (DX o WWr- V 7t$AtS» 
7S^;^ S ^"Jx.(ix =3W-^*/» (Nicotiana tabacum ) KUfiJft*-&%_ 
*^7i=i(D^«t^M©^U^r^K=£fi5C:i:^ ! C'#^(Julian K.-C. Ma et 
al., Eur. J. Immunol. (1994) 24, 131-138) «, 
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vh^v7-f- N PA^^DV h^77-f— WW (Strategies for Pro 
tein Purification and Characterization: A Laboratory Course Manual. Ed D 
aniel R. Marshak et al., Cold Spring Harbor Laboratory Press, 1996) o Z 
tiZCDtv-? h^77>f-tt, ffl7DVhy77^- 0«Afc£HPLC, FPLC^© 
ttfi^DT h^7 7^-^l-tfT^Ch#t#So enroll* 

S C «fc »K ffift fctMfr *3ta A fc 0 e ^7**- K £ltfc£ 1" -3 £ 8 '3 o 

lis *®M$£M*2nzmfc*&W5i&T$ ;mm*m^xmz. ti*x% 

flo»^r^ K 2: utttx WAMCn *>^7JS©7^;S (N) ***ftf**;p 
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(c) xwmxtimj t>m<> *mtti^* r m^j tat* >/**«© 

b^o 

tf-3^i©Jto«afcbT.ttx 0>Jxfcfs 7^k /\A7^^w$n 

PBS (Phosphate-Buffered Saline) ^£3I:kig*3lT-i&ig£«, «R»b 

/^>h*afis^u $i<m, ®%mmz&*-rzo zzts 7po 

h^^^a>'^•>htz^SM^bfe^ft^i^ii : £^ 4—21 Bf&tftlsHS-^-f S£ 

©id u m * ttmomk v son* t&t za&nmtx*) m$zr% . 
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Mzm^Xs ;£m%<D?>, , <>?n<zfrZMmt?>m7T%:nx, $ wzzomfi*. 
y p ^ > a -s ^ (i •? d t 1 -r > g t> ? a s mm t r -r 5 c t ■ c «t o s 

* t < lint ^xd - j; ») m 1 1 < mm c * s m^mmmm 

>£>©#&(Galfre, G. and Milstein, C, Methods Enzymol. (198 
1) 73, 3-46) *CJW5Tff'5^* , -e**-o 

loiiiaai^Kio^enfeA^^'j h*--^ mnom^mmm, mzfts hat 

igllrfc (H 7U7r'J >££r>*^ ^>£^*f£ii$0 T'tg# 

n f 7 'J K - V© * £ U <fc t>* £ D -r: > ^ ft fT' O o 
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<^Jx.«U266 ^>v^^©^?Stt 

63-17688 ^&*6) o 

7qT^>G *7^ DBAE ^->3c^^ PT h^^7>f-v #^0*>^7lS 
£ * y 7" V > 7* t fcT 7 a -7- 4 5> A ft <fc 0 mmt 5 - i: -CMSSit- S - 

JiU:& -5 * >/^S> * >/^KWKH:^0»S^ 

7 K t:*f -T £ b h tftfle^Bl^-r 5 d #T* £ & ( Bfc&|8« W092-039 18> W093 
-2227 v W094-02602, WG94-25585. W096-33735 43* W096-34096 #{$) • 

■^©ftgiHMS-&&a&e j P (oncogene) iz X D^fc##fc*fflte£flJVvT;* ±V>o 
d (D «fc ? t: f# ixfe ^ 7 >? d -^MntfMi * M&*mWiZ.&ffi*R ^XM 
£$&tzM®ZmfcfrtLXmZZt&XZZ(MZ\£,*orrebsieck, C. A. K. 
and Larrick, J. W., THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the 
United Kingdom by MACMILLAN PUBLISHERS LTD, 1990 #bs) 0 M&Zmtiimt, 



WO 01/09345 



PCT/JPOO/05060 



29 

■^tSi*:«E»«a-C*^T«fc^o ^Jx.«, tfcfcWtf-fcbTtts Fab, F(ab* )2, Fv Xtt 
H«fc L«© Fv yiJ-XM^^tci/>^)^^ > Fv(scFv) (Hus 

ton, J. S. et al., Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883) 

tnm^f^-ciAufcfc co, 

M. S. et al., J. Immunol. (1994) 152, 2968-2976 ; Better, M. and Horwitz, 
A. H. , Methods Enzymol. (1989) 178, 476-496 ; Pluckthun, A. and Skerra, 
A., Methods Enzymol.. (1989) 178, 497-515 ; Lamoyi, E., Methods Enzymol. 
(1986) 121, 652-663 ; Rousseaux, J. et al., Methods Enzymol. (1986) 121, 
663-669 ; Bird, R. E. and Walker, B. W., Trends Biotechnol. (1991) 9, 1 

32-137 0m) o 

irifmffiVtkvx. Ux^Ix>^'J3-;i> (PEG) ^O&mft^t&GVtzVi 
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S¥?~& (Antibodies : A Laboratory Manual. Ed Harlow and David 

Lane, Cold Spring Harbor Laboratory, 1988) ffis £ftS>WR£3ft**©-e 

^^(Enzyme- linked immunosorbent assay; ELISA)^*^^ yiT"5Cc7J i "Cc*So 

£vA£UT^yper D, P0R0S, Sepharose F. F. (Pharmacia) £ft5o 

t£ N ^t7^DY^77i- M^ovh777^- 40i/ttift> 38! 
I^dv h^77^ — > W^9w^ h^^7^— 3$#We> it £ (Strategies fo 
r Protein Purification and Characterization : A Laboratory Course Manual. 
Ed Daniel R. Marshak et al., Cold Spring Harbor Laboratory Press, 1996) 0 
cn^OY h^7^-fiHPLC,FPLC^©M*S7P^ h9v7^-^m^x 
fioZttf-CZZo 

Mfe. Enzyme-linked immunosorbent assay ; EL ISA) N 

EiA mm%&m%.&) . m(fc$s&&m%.&) &z\*&&ytmkm%m^zz 

fc#T-££o ELISA £flHv£*§£> KftWOtiifoZmmbVtcT'l'- h £#&E18 

5c trmm^m^Mm^ - -^-^-t-s-6-^>^^e-fc-b-T^-/-^-ff© 
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fiffifctt, B I Acore( Pharmacia IS) 5££#T*£So 

khKP^W^Wa- h*fSDNA(KWf : 1, 3, 5, 
7, 9, 1 1, 13, 15, 17, 19, 2 1, *fc»2 3) *fctt*©fii« 

r|g«|«j fcfcfc, A:T (fc£L RNA ©!§£•& U) , G:C 0*36W*»&&* 

v^ro-^r^v-, ^DNA©^^m-r5fc«)©7 , P-^7 , 7-rx' 

-, *|gBJ©^>/^g©^m^Mt5;fe©©7^l/^KXtt?^^^ K 

7*7^ T-hUTfflws^ 3'«©mtt«M^2:U 5'ffl!t:ttftiJR»*a 
«Efll*>* vta ztttint S £ AST 1 1) . 
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7>?-k>Z**)d7t\s*? K^UTii, &mt, K5Wt: 1, 3, 5, 
7. 9. IK 13. 15, 17, 19, 2 1, £fcfci:2 3(DM&mW(D^? 

z.(DT>my**v3*>?\s*3-Y\±, &£L<\±mmm^: 1, 3, 5. 7, 

9, 11, 13, 15, 17, 19, 21, %tz&2 3<D\mUVW<D®mtZ> 

£1/*?- K£*fJ&-f N*#±TffiMiEm!fc 3 IV DNA 

tfcfimRNA a^»;=f7^l/^^ KiltfiESWf : 1, 3, 5, 7, 9, 11, 1 
.3, 15, 17, 19, 2 1, tfe(i2 3£^2ft5iIgrac4$fil&£;W 7 

*%w<D7>nz >z* =f^ * u^-f- KS§#fti*, *%w<d* y^tnoM 

£ t), ^©fe¥Xtti5PR£IE*bfc >), iRNA Ufc D UT, *S8BJ3tf) 
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ttz, Mcjjs&T* mm, zflBfom* mmmnk gfeitm. mmk m 
mm. mm. mumms^ ;me>M& 

U * 7 x ^ 5 s - > X (i £ n e> (O mmfo # W 6 ft 3 o 

DTii^S^U #rU>ft£ffl^-5££;re#5o 0>J;t«> 0.1 M00mg/kg^ 
b < (± 0. l~50mg/kg (D«iffl-eiS-%--r 5 Cl^T-?5o 

?t* t> *> s ■ w© * > * $ s? t n - > >w n 1 2>it&® 
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vjfem*>'wnt its &mzm&%#tzimt vx, mz>* y/^Ktom 

KtSjHn^^,pSV2neo, pcDNA I, pCD8 ^ifO^it^^ffl©^^ 

*-£bTfi SV40 early promoter (Rigby In Williamson (ed.), Genetic Eng 
ineering, Vol.3. Academic Press, London, p. 83-141(1982)), EF-1 a promot 
er (Kim 6 Gene 91> p. 217-223 (1990)), CAG promoter (Niwa et al. Gene 10 
8, p. 193-200 (1991)), RSV LTR promoter (Cullen Methods in Enzymology 152. 
p.684-704 (1987), SR a promoter (Takebe et al. Mol. Cell. Biol. 8, p. 4 
66 (1988)), CMV immediate early promoter (Seed and Aruffo Proc. Natl. A 
cad. Sci. .USA 84. p. 3365-3369 (1987)), SV40 late promoter (Gheysen and F 
iers J. Mol. Appl. Genet. 1, p.385-394 (1982)), Adenovirus late promote 
r (Kaufman et al. Mol. Cell. Biol. 9, p. 946 (1989)), HSV TK promoter m 

bP#U-$/3>& (Chu, G. et al. Nucl. Acid Res. 15, 1311-1326 (1987) K 
U>$*;i^>£A& (Chen, C and Okayama, H. Mol. Cell. Biol. 7, 2745-275 
2 (1987)) s DEAE x** h^>& (Lopata, M. A. et al. Nucl. Acids Res. 12, 
57A7-57.17ai984>;_Sussman,_D ._ J^^ 
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2-1643 (1985)KU*:7x^>& (Derijard, B. Cell 7, 1025-1037 (1994); 
Lamb, B. T. et al. Nature Genetics 5, 22-30 (1993); Rabindran, S. K. et 
al. Science 259, 230-234 (1993))^©£*£#&5#> ^?tl<D%miz &-oX 

cfcV>o 

^M^t^ti^^y^D-t^WWffi (xfr-r) £ 
£ £ s <, m £ x t- b t u t ttmuR £ n-c ^ s % © s^jffl -r 5 

(Hifcg^ 13, 85-90 (1995)) 0 v;i/^*D-x>^1M b £tfvL 

(gfp) tet;t<DmG*>'^nz&mt 

tfij \L^Vy (His-tag) . <i >7;i/x>ifMM^ HA, fc h c-myc, FLAG, Ves 
icular stomatitis <W ;u*«ft* (VSV-GP) N T7 genelO * Wt*ff (T 
7-tag) v t HM^KXWJ^ffi^ Wti'I (HSV-tag) N E-tag (^E/^D 

(Dxvh-7-tm%tisTmmx'%2> mmm^ 13, 85-90 <i995)) 0 
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?-)^ 7S/ K -7 h'JftifMtScht'iinciitfT^^ 

.&&«£#fck fll&tt* tttbFV** IgG Protein A Sepharo 

se Protein G Sepharose *fflV^&!&*+rS-- ^Pfl® 

fcii^Cfcfcs 40P*^tf>-Sepharose 4B ££©£ft£xfc: h-7fcttgtofcfg 

&fifctPfc®Hfttt&#fcfc^T«U 0ll*.fck ££K (Harlow, E. and Lane, D.: 
Antibodies, pp. 511-552, Cold Spring Harbor Laboratory publications, New 
York (1988) ) ia«©£i£fcftoT\ $Jfctt#DTff;tKJ:v\, 

j5fe^«^nfe^>^^ISCD«¥«f(C(i SDS-PAGE jF-ftttrefctK 3li£&ttg 

MtZfimtLZtt, MpLIZs t>?-7s Ytp^XtlszTuvrJ (Skolnik, 
LJLeLaL.,MLUi^ 



WO 01/09345 



PCT/JPOO/05060 



37 

mm. fi*s<m«> m***) J:0 77-j;^^- Ugtn, zap&£) * 

Jfll^fc cDNA 7 4 77 'J-«U'cn^LB-7^P-X±f«t7^^ 

*%wv>* y*9Wz.m&t\ji±*vr* hx(±# -y^r* h* gst k 

7*U i v K^y^A (Fields, S., and Sternglanz, R., Trends. Genet. (1994) 1 
0, 286-292 N Dalton S, and Treisman R (1992)Characterization of SAP-1, a 
protein recruited by serum response factor to the c-fos serum response e 
lenient. Cell 68, 597-612^ TMATCHMAKER Two-Hybrid Systemj , rMammalian M 
ATCHMAKER Two-Hybrid Assay Kitj , TMATCHMAKER One-Hybrid Systemj (1^1**1 
^D>yy^ QWl ) s r Hybri ZAP Two-Hybr id Vector Systemj ( 7, V 5 * V— > 

^©^W^H^fett^W^^K^SEF DNA^«^fc(iGAL4 DNA 

fg=^«saa:i»-&#-B--T»«aiiJB©*-ei6^#-*< #*w©* w<*H-fc*S£-"rs- 

VP16 ^fc[iGAL4«¥rS 
ttfc«*fc»*rs$T»3W-*J:3fc cDNA ^ u nn*±ia 

s (#s«rtT*^Bj©^>^^Sfc^-rs^>>'^M* s ^m-rstx ss# 
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fc:^^Tfflv>e>n-5i/^-^-jte : f fci/ctk m^mszM^om, Ade2 

itfi^x LacZ3HE^% CATitfc^ x7— tfitfe^ PAI-1 (Plasminogen 
activator inhibitor typel)&&FW*tf e>ft£#s £*l&fcf&JIR£ft&^. 
2/W 7'Jy KiitCct^^^'J-^y^ #«®flk ofi¥L»$>*fflflSfc££&o 

mtitz#>wg&, ?®7^i8E^*fu ^n^s^y^DMA* 

^Us^DNAS7*D-7i:UT cDNA^ 7^ V-£X7U-->y?-5C:fc£ 
J; t) x 8 * > > * * n £ 3 - K -T S DNA £ f# 5 C 1 #T' t 3 • 

?±)l bLXVTJlstJ IxlzmmtZ Z t tf*JftX$> % m*.\Z BIAcore, 
Pharmacia®*) . Ltz^-oX, BIAco^el|(D7W^-fe>■!^•-$ffil^Sc:i:(3 ^ t 0* 
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*;i/-:7* hSfflV^fe^^ >;-->^7?^(Wrighton NC; Farrell FX; Chang R; 

Kashyap AK; Barbone FP; Mulcahy LS;Johnson DL; Barrett RW; Jolliffe LK; 

Dower WJ., Small peptides as potent mimetics of the protein hormone ery 
thropoietin, Science (UNITED STATES) Jul 26 1996, 273 p458-64, Verdine G 
L., The combinatorial chemistry of nature. Mature (ENGLAND) Nov 7 1996, 
384 pll-13^ Hogan JC Jr., Directed combinatorial chemistry. Nature (ENGLA 
ND) Nov 7 1996, 384 pl7-9) **Sl[#fc&#D1?'*S. 

gfcjfc bT«**flibfett#JH £ r-b^«x x "J **>;i/»U ^ p * r-fe^J 
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•csftt s z c * o T.wwflj-r s c t mz. &n.« 0 cm siwut:* 

*>ttlWSfi5ttffl> 0J/ti£* U V;i/^- h 80 (rM) % HCO-50 b<m «Uv 
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S60kg£bT) tc£^Tfciu 1 fl*fc t)tt-0.1 *»6 lOOlg, «F£ UCtttt 1.0 
*>50mg, <t t)£F£ U< tt#J 1.0 fr£> 20mg-e;fc3£#*£>ft5o 

fcfctVTWU M> 1 BSD» 0.01 frtb 30mg, U < tttt 0.1 fr£ 20mg, «fc 

mm ttmmx- z fe «>g>ft&g>M3 . 

\.%Wfr\\ ] * U y 7*&fc:<fc 3 cDNA 7? JJ— 

BSfc4WbRrfi&& NT-2 nmm&Bfo (Stratagene ttJ: t>»A) £s W©v-a. 

( 1 ) NT-2 HUS*l/*y -f >»-CB»Uft^-C»« (NT2RM4X 

( 2 ) NT-2 MB«%*& -f >B££« bT»#SL 2 31P^tg# (NT2RP 
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t&MMM**tl?tiM&X, (J. Sambrook, E. F. Fritsch & T. Maniat 
is, Molecular Cloning Second edition, Cold Spring harbor Laboratory Pres 
s 1989) B*<D£iSfc«fc t) mRNA ZM&Vtco £ * U 3 dT -fe;i/D-^T- po 
ly(A) + RNA^i{bfeo 

(SI^IC t (PLACE1, PLACE2), fc hW&j&ffiffl (0VARC1X b h 10 

mWM& t)m®Z&<%tS*m (HEMBAD <£!K XHK (J. Sambrook, E. F. F 
ritsch & T. Maniatis, Molecular Cloning Second edition, Cold Spring harb 
or Laboratory Press, 1989) %Zn<DJj&£& *) mRNA £*flffi Lfco spy. 
-f dT til/D-^t poly(A)* RNA MUfeo 

^n-etl© poly(A)* RNA J: O ^ U 3 :7& (M. Maruyama and S. Sugano, G 
ene, 138: 171-174 (1994)) lz£t) cDNA 5j 75 U -£flp$bfco Oligo-cap 1 
inker (agcaucgagu cggccuuguu ggccuacugg/itI^J#^ : 2 6 ) £ <fctf Oligo dT 
primer (gcggctgaag acggcctatg tggccttttt tttttttttt tt/IH^JS^ : 2 7 ) 

sfflvx-c^iR <#*-g», mgr mm mm, 4i: 197-201 (1996K y. suzu 

ki et ai., Gene, 200: 149-156 (1997)) (3#^TfeScfc^^ BAP (Bacterial A 
lkaline Phosphatase) #LS> TAP (Tobacco Acid Phosphatase) RNA 
f-i/3>^ m-fficdM<D&f&£Mh(Dffi!£*fi-Dtco &V>T% 5' (agcatcgag 
t cggccttgtt g/ffi?!l#-*f : 2 8 ) t 3' (gcggctgaag acggcctatg t/ffi*l#^ : 
2 9)OPCR 754 v— £>fltN PCR (polymerase chain reactionary t) 2;fcilc 
DNA fcgttU Sfil WUfco ^^T-v Dralll X'Wffi l,fc^*-pUC19FL3 £fc 
f±pME18SFL3(GenBank AB009864, Expression vector) (NT2RM4, NT2RP2, NT2RP 
3, PLACE1, PLACE2, 0VARC1, HEMBA1)£ cDNAOtfftttfc&toT £ D-->^U 
cDNA^-r^U-^t^tfco dft^cfc^fc^D-XD^^U KDNAfclo^ 
cDNA0 5 , ^^fc«3'5S©^Sg29U^DNAi/-^>^>^IS^ (Dye Termina 
tor Cycle Sequencing FS Ready Reaction Kit, dRhodamine Terminator Cycle 
Sequencing _F.S_Ready_Reaction_Ki.t.$.fei± .B igDye_Terminator_Cycle_Sequencin 
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g FS Ready Reaction Kit, PE Biosystems *±g<0 £fflt\ V=.3.7MZ'&r>Xi/ 
-fry*sy9EMB&» DM v'-^Vtf- (ABI PRISM 377, PE Biosystems M) 

NT2RM1 t NT2RP1 Vkft-M U 3*r* v rH5£ft3s cDNA M&HBi 
m^Wftm^Wimi^ *-pME18SFL3 £/B^T{t8£bfcopME18SFL3 £fct* 
D-^>ygBffiC!)±«Sfc SRa7"D^-^-i: SV40 small W > h o 
£tiZ& 0 > £fc*©T^fcfcl:SV40 'J A m^ytfrWJWWXZftX^ %><, 
pME18SFL3(D^D->Mte(ii)m«© Dralll h £fcoT£ tKcDNA Hfttf- 
©£«£(±Clft£ffl1$l$& Sfil M£WJDU-t^£tf)T% ^D-WbUfc cDNA 
STitttSRaT-o^-^-OTMfc-^lqltt^^A^n^o Ife^ot £& cDN 

[^M 2 ] ;frU=f**yr&;T*MUfc cDNA ^ * P-> 

±W**0*tST^«)fe« ££;r-*^-X*©t: M»»bRNA 5'-*Sgffi^J 
^-Jt-rs^^P-^Kio^T. 4>©BSE*n mRNA 1E?!I 5 

(Trbfe.^-f 75 U-T-O cDNA^D->©5'-*TO^S¥ [±ft?P->IBt 
/(±ft^nr->*+*^ft^P->ft)l &t hf&ftJmRNA fctt«f 3Cfcfc«fc 

^_*yZfcjejmJ^fcJi>_cDNA.^^ 
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[%mm 3 ] ATGpr t ESTiMateFL X'O cDNA O 5* 

ATGpr (±s ATG u Y ^ <Dmm<Dmm®mi* ^MMM^ b* >T*&3fr£?fr 
^^tJ1"-5fc«)(3'\U y £;*flf2£P/r© A. A. Salamov, T. Nishikawa, M. B. Sw 
indells {-J: 0M£*lfc7"D£ r ^ AT*&3(A. A. Salamov, T. Nishikawa, M. 
B. Swindells, Bioinformatics, 14: 384-390 (1998); http://ww.hri.co.jp/ 
atgpr/) 0 Ig&BU %<Dm&M<Dfflifc3 F>T'&5$£MI (JWT ATGprl fcffi« 
t5Ci:4)*5)^tfe (0.05-0. 94) 0 l^x £©7py7A(7)cDNA<Z)5'-« 

77 'J -frf,® cDNA * D->tf> S'-SfeJSSK^Jfcaffl UT ATGprl fg£ 0.6 W_t 
ffi©$SJK fcftgtttti: t> £ 82-83% ^ T- ±# bfeo 5' 5fc#B!flJ©g* ATGprl 

|£ 1 tl^'t'o 



<*1) 



?D->& IB?>J£ ATGprl m 

HEMBA1002212 F-HEMBA1002212 0.39 

HEMBA1006173 F-HEMBA1006173 0.42 

NT2RM4001411 F-NT2RM4001411 0.47 

NT2RM4001758 F-NT2RM4001758 0.59 

NT2RP2000668 F-NT2RP2000668 0.81 

JT2RP2001839_...F-NT2RP2001839__0.83 
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NT2RP2002710 F-NT2RP2002710 0.94 

NT2RP2004933 F-NT2RP2004933 0.94 

PLACE1011923 F-PLACE1011923 0.74 

PLACE2000034 F-PLACE2000034 0.88 

0VARC1000556 F-OVARC1000556 0.94 

HEMBA1001019 F-HEMBA1001019 0.08 



ifefc. ESTiMateFL iz£ h >7 P->©ff{iUi*fT r> tz<> ESTiMateFL tiu 
^-X *© EST © 5' -#JBffi8l* 3' -*4gB2*>J £©Jt$t£ «fc £±ft cDNA © rJ#£& 
(D&^P p -> £ jtiRt 3^ U 'f £ xSFftffiOB/ll • *B £ £ <fc 0 P8l63ftfe# 

CO^^ &3 cDNA^D->CD5'-*^3'-*JffiiBi?i|j:Ot)^ ft<#tffc 
EST d J #S1"?>«€riC(ix *©*D— >tt •■r^ftTJtt&^oJtettaifl^j fcJpJBf 

© EST &8J «fc D ft < 5' -*« tfift V > 5 «£\ & 5 * * tt 5' l > Z n - > 

T'4>> *©IIA»50lfi3t«rt©«^-&ffi3i[«lfc±ftfcU *ftW±*S**«£-&#£ 
ji& bfco M© mRNA t£ -v b P->© 5' -*«BWJ©®-&> EST T*£ft 
i:fFfiffibfci2^I©^ £©$ 80X#M© mRNA 5'-*SPJ«ffel 
&t o *>s EST T* 5' -*4BE3»J*»*^ft fcfWfli L fclB^J© 9 80X#«tt 
©■RNAfc*rr*IWCfc 5'-*$12W#±ftfc&^TV>fco EST fc©Jt«fc«t 
S^ft?>b^©MT-tts tt^flSfcrS-ESIOft^ttntt^M**!*** 
£2^ ^EST*»^3&V^^tt^«!liKm©M^tt* J i£<*S^H:*So 3© 
#i£fct, 5* -*figffi?!lT-©^ft^^ 60X©;t U v 7**££ «fc S cDNA £ P- 
>^^^ftT♦tt*V^^Iefe^4©^V^^D->$:»•r5©(3^^«^T*$.$o * 
fe.s_ESIiMateFLJi,-.^#.^^=^^©-EST-^^^l^$>-S-t-h-*^.mRNA 
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<d cdna <d y-*3&mm<D±&&*mmtzizti. ^z^t^mx-^^o 

±%te>±m&<DWffi<M&%i, rc-HEMBA1006173js rc-PLACE2000034_u TOVARCIO 
00556j fcJu ^±ft-C**«fe*jOTUt*-5*fc:H < £*> 5*5|d»KaiifcSV*H: 3' 
*J«S9!l©V>1"n*»s fc3^ttP§#T-t b EST @2?0£I^-T-&V £p-> 

£fc s rC-HEMBA1002212j (±, ^:5T^D> 5'*igBE^Js 3*5fc^8a#l©nfc£T-PI 
-t-^St h EST.K9!l»3&«lW±5OTfcrr^ft^D->"C*ofe. 

rc-NT2RM4001411_K rc-NT2EM4001758j> I"C-NT2RP2000668_k f"C-NT2RP 
200l839j, rc-NT2RP2002710_K rc-NT2RP2004933j, rc-PLACE10H923j &±mT*$> 

V\£d->, 5'*4gffi9!l. 3 , *SfigjSB??!l©^T-|5l--efeSk h ESTS»!lft#.lM 

rc-HEMBAl00l019j ii, ATGprl ATGpr2 fcift^fc©®; ^^LT^:5 
^T"±ftt'*>»)> £££'^&< * 5' *mmz- 1 h ESTid^Ji:PI-T-3&:V\ if 

U-XDm^n-otzo W-TC^sf 31 fflOtttt©**—- 1* • 7**77*— if CD 

txswbm (i) >mmv >mmmt>^ts) s^^tu ncbi tblastn2. 

OtCtD^U 'y^^^D-Xz^f-S^^D^-^^sC^feo Wf#ffi (Expec 
t) ^l.Oe-OSWT^^-T^P-X^^^Wtfeo 
*^D3;-«*t:«fflL*^xi;-ffi5!| % .^©iSfU#^ £«fctf GenBank T7 
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£ x ij -iB^'JS EflJM 1 GenBank Ti'tXSf 

hLKBl • 3 0 gi 1 3024670 

hVRKl 3 1 gi 14507903 

hCDC2 3 2 gi 1 4502709 

hAuroraKl 3 3 gb| AAC12708. 1 

hAuroraK2 3 4 gi 14759178 

him 3 5 gb|AAC51662.1 

hMKK3 3 6 gb|AAB40653.1 

hERKl 3 7 pir|A48082 

hRAFl 3 8 gi | 4506401 

hAKT 3 9 gi 14885061 

hPIKP85 4 0 sp|P27986 

hATM 4 1 gi 14502267 

hc-src 4 2 gi | 4758078 

hJAKl 43' ref|NP_002218.1 

hFLTl 4 4 gb|AAC16449.1 

hPP2A : . 4 5 gi 14506017 

hMKP2 4 6 gb|AAC50452.1 

hVHR 4 7 gi 14758208 

hPTP-SL 4 8 gi 14506325 

hSTEP 4 9 sp|P54829 

hPTEN 5 0 gi 14506249 

CdcUBl 5 1 gb|AAD15415.1 

DUSP12 5 2 gi 1 6005956 

AK000449 5 3 gi| 8923413 

.DUS7 5 4 sp|Q16829 
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calcineurin A alpha 


5 5 


gi 16715568 


PNP1 


56 


emb|CAA56 124.1 


TPTE 


5 7 


gi 17019559 


PPP1CC 


5 8 


gi 14506007 


PP-1 gamma 


59 


gb|AAA19823.1 


PP2A 


60 


gi 14506017 
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(«2) 







(score) 


m ft m 

(expect) 


hLKBl 


C-NT2RP2004933 


126 


le-29 | 


hLKBl 


C-PLACB1011923 


89 


2e-28 


hTKRl 

1LIVD I 


C-NT2RM4001758 


118 


3e-27 


M KR 1 


C-OVARC1000556 


64 i 


le-10 












n-wt?iiP9nnd<m 


109 


le-24 




C-HEMBA1001019 


72 


3e-13 




C-NT2RM4001758 


68 


5e-12 




C-OVARC1000556 


53 


le-07 




C-PLACE1011923 


47 


6e-06 










nAuroraAi 


C-PLACE1011923 


115 


3e-37 


K An nnrta> 1 

nAuroraAi 


C-NT2RP2004933 


145 


2e-35 


rmuror&rv i 


C-NT2RM4001758 


121 


3e-28 


llttul UI ctlVl 


C-NT2RP2000668 


66 


2e-U 


h Aiinnpnlf 1 


C-NT2RP2001839 


53 


2e-07 


hAuroraKl 

& i/i vi i wt tun 


C-OVARC1000556 


51 


6e-07 










hAuroraK2 


C-PLACE10U923 


105 


4e-37 


hAuroraK2 


C-NT2RP2004933 


138 


2e-33 


hAuroraK2 


C-NT2RM4001758 


112 


le-25 


hAuroraX2 


C-OVARC1000556 


57 


9e-09 










hIKKA 


CtNr2RP2004933 


103 _ _ 


2e-22 ... 


hIKKA 


C-NT2RM4001758 


82 


5e-16 


hIKKA 


C-PLACE 101 1923 


48 


8e-06 










hMKK3 


C-PLACE 101 1923 


75 


4e-14 


hMKK3 


C-NT2RP2004933 


63 


le-10 


hMKK3 


C-NT2RM4001758 


60 


9e-10 


hMKK3 


C-HEMBA1002212 


60 


le-09 










hERKl 


C-NT2RP2004933 


89 


2e-18 










hERKl 


C-PLACE 101 1923 


70 


le-12 


hERKl 


C-MT2RM4001758 


60 


le-09 


hERKl 


C-OVARC 1000556 


48 


4e-06 
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(*3) 







X 3 T 
(score) 


Jtfl Vs 4fi 
(expect) 


hRAPl 


C-NT2RP2004933 


73 


2e-13 


hRAFl 


C-PLACE1011923 


72 


6e-13 


hHAFl 


C-NT2RM4001758 


65 


8e-ll 










hAKT 


C-NT2RM400I758 


129 


le-30 


hAKT 


C-NT2RP2G04933 


129 


le-30 


hAKT 


C-PLACE1011923 


97 


9e-28 


hAKT ■ 


C-OVARC1000556 


60 


2e-09 










hPIKP85 


C-NT2RP2002710 


65 


7e-tt 










hc-src 


C-NT2RM4001758 


69 


2e-l2 


hc-src 


C-NT2RP2004933 


65 


5e-ll 


hc-src 


C-NT2RH40014H 


58 


7e-09 


hc-src 


C-HBMBAI002212 


57 


le-08 










hJAKl 


C-NT2RP2004933 


82 


7e-16 


hJAKl 


C-HEMBA1002212 


60 


5e-09 


hJAKl 


C-NT2RM4001758 


55 


2e-07 










hFLTl 


C-HEMBA1002212 


64 


2e-10 


hFLTl 


C-NT2RP2O04933 


59 


7e-09 


hFLTl 


C-PLACE1011923 


55 


le-07 


hFLTl 


C-PLACE2000034 


54 


2e-07 


hFLTl ~ 


C-NT2RM4001758 . 


51 


2e-06 










hSTEP 


C-HEMBA1006173 


51 


le-06 



*<D*£m. fia-U&VA rc-NT2RP2000668j, rc-HEMBA1002212j, l"C-NT2RM40014 
llj. rc-NT2RM4001758j N i~c-NT2RP2002710_n i~c-NT2RP2004933_k rc-PLACE10119 
23 rc-NT2RP2001839_K r C-HEMBAl 006173 j s rc-0VARC1000556j N rc-PLACE20000 
34_k ^tf rc-HEMBA1001019j ©12£d->£, tf • 7t^77^-t' 

$MSii££&^D-> (KP^D-» tLZmiRistzo gE*D->ttfc hir« 
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j 

b©&->x;H;iig«U(LB mftLt! 37'C, 16 BSIfflK ^®tgil^CD-g|3^, 
96^7-U- h© 10/zl f0^tfe»M**^S®U 100°CT* 10#fM3bfe 
pgr &jfoCD12->7Vl'i: UT&fflbfcb PCR ft TaKaRa PGR Amplification Kit 

(SttM) fcfflW 7*D Mi— ;HCftr>T 1RJ&20 /£l©fij6««W-3-fe. 7" 
7* ^ K<ZW h cDNA ftJatt-rsfctoKxrv-f T-ttSz-^xy^^^ffl 

(DT^yj v— ME761FW (5'tacggaagtgttacttctgc3'/i^!l^ : 6 1)£:ME1250RV 

(5'tgtgggaggttttttctcta3V@a?'J#-t : 6 2]W^ £fcttM13M4 (5'gttt 
tcccagtcacgac3' /I£^J#-t : 6 3)h M13RV (5'caggaaacagctatgac3' /BB#J# 
-Jf : 6 4)©^7-MLfeo PCRH0ft> GeneAmp System9600 (PEM-f 
rAXtti) T?s 95°C5#f»9!&s 95°C10 8\ 68°C1 #HT? 10 *;PU £ 
biz 98°C20 #>mu 60°C3 #R8T? 20 *;HtV\ 72°C10 OTT'frofco PCR £ 
2 /zl l°/o7*D-xm^ilT, Ufti^S^A-eDNA 

£&fiU Jf*Bl/fccDltA£fl|gbfco it*§T*£&fro cDNA -f > 

^ h4*.-3./7Xl K^s U aitias (J Sambrook, EF Fritsh, T Mania 

tis, Molecular Cloning, A laboratory manual / 2nd edition, Cold Spring H 
arbor Laboratory Press, 1989) -CSSSSiUfco 

DNA 7l'4<D<rm3MT(D& J > fcfTofco 3845^1/- hO&V±MZ DNA 
ai/fe. D >JIM »J >#-#S0 ^©DNACOX^^T 1 ^ >y«x Biomek 
2000 7^7 |> U-*— h^-J'a^rA £ v>n-;i/*-#gD ©3 
84e>y-;i/*fflV*-Cfrofc 0 -f&fc^ DNA©Aofe384^7 , l/-h*-by h 
L/fc.» *<DDNA$r&£, ^>y-;i/CD 384ffl©a4Ufe4f*HI^K:SaiU DNA 
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*UfeDNA*^-f D>Kfc*sl^^-r ^Lfc.*** h UfcDNA©«£«};tf> 
t-fDyl^Ci^li^ (J Sambrook, EF Fritsh, T Maniatis, Molecular C 
loning, A laboratory manual / 2nd edition, Cold Spring Harbor Laboratory 
Press, 1989) Cfctlrofeo 

^Lfc 1st strand cDNA £{£fflLfc„ 1st strand cDNA ©-afifcti Thermoscript (TM) 
RT-PCR System (GIBCOftgSD ZR^Xft ofc 0 -T&fc^ t r©#*fl$il#inR 
NA (Clontech *±8£) © 1.5 MS 1 //l 50 /zM Oligo (dT)20 £ffll^T, 50 
//Ci [a 33 P]dATP £?iJ0 UT.ttJg©:^ r-3— ;i>C(fcoT 1st strand cDNA 
fij&bfeo 7"D— :/0fHfSKl±* ProbeQuant (m) G-50 micro column (77i/tA77 
^^^Wtf^y^tt^fcffl^TttJI©^ h3-;H:^cttfof;o*lCs 
2 units E. coli RNase H£«iabT* M-CIO^BW ^xt-hU$&t 
100 //g t h C0T-1 DNA (GIBC0*t»> 97°CT 10 OTf >*a^- 

7W<f V h-/7^ DNA TI/^AO/W^'^-f-K- 
->3>tt. (J Sambrook, EF Fritsh, T Maniatis, Molecular Cloning, A 
laboratory manual / 2nd edition, Cold Spring Harbor Laboratory Press, 19 
89) fcftoTfrofco m&&s ±4n>**tmmi (2X SSC, 1% SDS) 4>fs 
^ (^26°C) f20M©^>^i^-h^3in|^bfc^ «fe&tt2 (0.1X 
SSC, IX SDS) *-Cv65°CT- 20-#H©ifc#4 3 |Hff o fco ^— r 5W5-/»tt, 
BAS2000 (t±?S7^;^t© ®'M-5>:ru-hfc/fl^-C3M3Ufco "ffcfr 

BAS2000 SfflV^AHffU *- h 5 A©H&7 t -f ^fc bTft^fttg! 

-^■W-TlBJS-bfc-o-^-DNA-X tf-y-h ©-^^;U^J^©^#(±A-V-isage-High-Densit 
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y Grid Analysis Systems ^ y£V 'Ja-V>XtK) *fflV>TfftV > 

^;!/&g£g&{il7 r -*ftbfco ^-^(i Duplicate T'Stff U ^CDH»(± 2 
OCD DNA 7 £ 1 OC/D-yt^-f y»J M-V—i/a > LTx )V 

h(D^^±;^lt©^P^WbTm^*ofeo DNAfcbTfciU PLACE1008092 (G 
enBank Accession No.AF107253 tm-) £{£fllbfco By&Otf&T- PLACE100809 
2 05DNA TW Sffilfe. 7*o — ^iitTlix PLACE1008092 © mRNA £ in vitr 

74V h-7t"7^'J >^bfe 1st strand cDNA &-&J«UTffiffl Ufc. PLACE100 
8092 CDmRNA£ in vitro ^fjgf 5fctf>l^ pBluescript SK(-)® T7 7u*c—$- 
{fljlc PLACE1008092 <D 5' £-5 l:I»i^fe7 , 7^ S K*JgJ*U 
fco T&fr ^> PME18SFL3 CD«^ Drain Bfflffi(ft£*ft*&£ii;fc PLACE1008 
092 $JKB&$ Xhol T?«J*r UT PLACE1008092 DWU;. Xhol Tj^JBf 
pBluescript SK(-)i:v SO^tHl/fr PLACE1008092 £ DNA ligation kit 
ver.2 (Stti) $fflUt7^->3>U;, pBluescript SK(-)fc»*#*.fc 
PLACE1008092 © mRNA © in Vitro -£j$(± % Ampliscribe™ T7 high yield trans 
cription kit (Epicentre technologies £ffl^TfTofc 0 /\<C7V M H 
r-S/3>43J:^#DNA^^<y hc^^teOJBtftt* mr&O^&fclRlfiSfctT^ 

io^vsiii:^e>x c©mjg^-e©e/^t;i/oit^(iEili:#^e>ns 

&l£#40 WTO^sK-v 'n±— «fcfii/^©^y^i:Ufco lxl0 7 ~0.1 >ug/ 
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> -7M tz *) 1 : 100, 000 O mRNA (D|tlS|||-C$ % „ 

t mem® um. i, n^ mm. m. mm. mm. mm izxvz, 

#cDNA ©«a€*4.6;fl%f. 886tt0M0,000 ©»fiST?*Ufco r C-HEMBA100 
6173j s rc-NT2RP2000668j^ rc-NT2RP2001839j N r"C-NT2RP2002710_N rc-NT2RP200 
4933_u rc-0VARC1000556j N rc-PLACE101 1923j. £<fctf l"c-PLACE2000034j B\ ^ 

TC- NT2RP2002710j tt, ^TCDWr^^H® e>ftfc« rc-HEMBA100101Bj, 
rC-HEMBA1002212j x i"C-NT2RM4001411j> * XXf rc-NT2RM4001758j £©M 

actin ©i&IWCO^^^SftflEOfi^V^Sl**^ 7 «UT#fifc S 4 2 

£ &m 7 T?|tj{.ur V ^Slfe, Mit F= S b V S a 2 i: LTs F #%0>W 

iM5m±©«{s?£fflffiUfco C©*$fc:l/t rc-NT2RP2002710j tt % %H 
fc#»©fe Sitter fc UTttlttl^nfco 

£fe rC-NT2RP2002710j ti. < MWT t UT 

fllim^^feof *t>t. 0VARC1000037 0&ffl«T?©^^;i/3fiftOfflllTO«I«* 

», -g a & 7 x-m bzfrm s. 2 ufc o s <o&im? © ^ y 
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<*4) 







m 




MB 


SB 


wm 


ffFUS 


mm 


GAPDH 


38.210 


32.670 


23.820 


13.580 


11.230 


21.120 


24.910 


22.440 




279.280 


368.870 


111.100 


117.500 


92.880 


114.650 


82.990 


256.790 


HEMBA1001019 


7.327 


7.582 


14.865 


6.154 


10.598 


5.643 


3.920 


7.188 


HENBA1002212 


8.709 


6.241 


10.946 


9.855 


2.602 


5.864 


5.366 


4.214 


HENBA1006173 


63.939 


35.393 


52.598 


22.894 


32.403 


35.413 


40.872 


67.870 


NT2RM4001411 


8.505 


7.030 


30.358 


2.388 


3.324 


0.962 


1.969 


1.931 


NT2RM4001758 


24.391 


23.518 


27.924 


5.579 


12.781 


14.153 


7.027 


6.943 


NT2RP2000668 


41.209 


35.434 


46.568 


16.251 


14.705 


25.339 


29.016 


11.020 


NT2RP2001839 


68.237 


44.006 


65.237 


21.186 


23.824 


37.874 


35.524 


54.235 


NT2RP2002710 


one non 

U 1 U . \JO\J 


oon one 

OUi7iUUV 


>70C OOO 

1 UU . U«/£. 


OAR RAO 


312.Q53 


don nzt 


876.290 


401.334 


NT2RP2004933 


18.660 


21.000 


61.644 


10.893 


8.184 


31.855 


24.143 


11.593 


0VARC1000556 


84.636 


47.645 


29.302 


13.010 


36.300 


34.811 


56.871 


26.716 


PLACE1011923 


32.608 


43.041 


19.701 


8.083 


15.625 


16.742 


22.157 


29.615 


PLACE2000034 


42.847 


21.194 


15.709 


12.449 


11.089 


18.174 


25.238 


21.354 



mm^mm £ m -r s m*? -c & s » m # £ w& t s mim e £ £ x mm & s 

itt y^ZWXfo&T-? K lMb£-$l (glycated protein) ts SJKOHSi'b* wt 
■PMXfcZli&XiMibVo'M. (advanced glycosylation endproduct) %ZX* 

ftj£«£M<bmfC#£T£ feli#^Tt^S LT.mRNA ZMM U ? V* . 
V h— 7-e^^;ubfc 1st strand cDNA -7u—7%m^T, HufB© DNA 

w tA-r y^y^M-^syLX, &7*> h©^>^;i/^BAS2000 -e^tBU-c 

ArrayGauge (I±|:l7-f;i/Atll) TgfflrUfco 

^*«KbWe7^jflirir;i/^^>©M^ 7*>ifiiiir;i/7*$> (sigmaM) 
£ 50mM Glucose CD U >«/t* 7 ^-^T* 37°a8 >^i^- h bT^fefb 

Ufc BSA 'J >Bgn' y 7 T-fc»t LTgff.l/T.fo.fe.. - . 

) 
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. mnt hWfjMflJ&W (Cell Applications ttJBl) fciu K|»tJft*ffl©r-f f 
i/a {Falcon. ttjBD fcffl^Tx endothelial cell growth medium (Cell Applica 
tionsftfSO *T-s 4 (37 e C. 5% CO^ JOi) fcAtU *g#Ufco 

jMS^-f y$s*tt>7frx-> Fts^fe!::^ t^tiL^Tft? X v (si 

>£ 250 //g/ml m\lVT 33 13134 >*a^- h Lfco»fr£© mRNA ©«| 
FastTrack <IM, 2.0 kit ( Invitrogen *±S0 *flty*Cfr ofc, /W ^-t? 
-^3>fflOrD— ycD^^'J >^!*s d<7) mRNA £flH^ Buiao^^T'lRl^tC 

*>-r$ > t s^Jfettgii t tz t n jj^sbMp^j^^Jiao. & cdna <D%m*m 5 

{3>l<-fo ^(Dffim, rc-HEMBA1006173_K rc-NT2RP2000668_u rc-NT2RP2002710j, 
I"C-NT2RP2001839_k rc-OVARC1000556j, rc-PLACE1011923j N r C-PLACE20 

ooo34j ftikmi&^&nmmbtitco • 



(l£5) 





GAPDH(Crl) 


100.81 


. 134.21 


115.16 


1.33 


1.14 


0actin(Cr2) 


1101.9 


1092.57 


997.36 


0.99 


0.91 


HEMBA1006173 


769.5 


879.52 


703.94 


1.14 


0.91 


NT2RP2000668 


100.83 


114.72 


104.66 


1.14 


1.04 


NT2RP2001839 


1191.8 


1454.46 


831.23 


1.22 


0.7 


NT2RP2002710 


305.22 


324.01 


248.69 


1.06 


0.81 


0VARC1000556 


68.77 


93.52 


73.85 


1.36 


1.07 


PLACE 101 1923 


318.75 


346.7 


273.3 


, 1.09 


0.86 


PLACE2000034 


57.78 


58.66 


54.29 


1.02 


0.94 
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&mz&?xmftmmiz$ b$nzm&&& <fr?x#>), mmmoim 

ES^ t bTs?!S!cfftT£TV>5 (United States Environmental Protection Age 
ncy: Ozone Depletion Home Page v http://www.epa.gov/ozone/) 0 Mft&itl&.fil 

:aj^*JS»**lBai^iailfi (Cell Applications $M) fciu W»mk=i>? 
h^^HtTs 254 nm <D&ftft& 10,000 /zJ/cm z «ag>t Ufe 0 «fr£©in 
RNA Ofllimtt. Rf»Jt&4«N9*fci±2 4l$PtfJ3HUfciffllia**tSl 

£ N FastTrack™ 2.0 mRNA isolation kit (Invitrogen #§J) fcttHTffofc.' 
/NW^'jy-r^-^3>ffl<7)7*D-y£D^^'J>^(ixCl©mRNA 1.5 //gfcffl^ 

s 2 2 ) Jt«rS2o©lfflliao#*^fR^^^I««*^«C s 2 £#«>fco t 

= (M, - M 2 )/s/(l/3+l/3) ,/2 £;fc«>fco g £ LX t #tf«©W«*$0flt* 
PT-ifcS 0.05 0.01© t«fctt«UT> «^*V^»^fc -en^n P<0.05 N * 

p<o.oi xmmm^^^M^m^^tn^btco^itomm^it^ 

T^^;u©¥$fl^ iiJO (+) £fcfc»i>£ (-) IBbfco 
5iD^m N J:CrNT2RP2002710j N j:CrNT2RP2004933j N J:C=OVAaC1000556jv_^J:t>- 
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rc-PLACE1011923j lis MMtJ:^ts 4«J fc&2 4 (STOCKS 

me) 



Clone 


UV Oh 


UV 4h 


UV 24h 


um9 


4h 24h 


Exp.1 Exp.2 Exp.3 


Exp.1 Exp.2 Exp.3 


Exp.1 Exp.2 Exp.3 




nkpnufn-* \ 
unr pn\vr i I 

/?actin(Cr2) 


0 123 0.1 
256.82 283.53 414.29 


0.3 Q.G6 1.18 
368.38 117.29 329.8 


1.49 0.47 0 
189.18 190.26 157.87 


* 




NT2RP2004933 
0VARC100O556 
PLACE1011923 


30.61 29.84 3/Jb 
6.78 7.42 14.62 
22.37 23.81 26.15 
166.86 139.43 146.9 


21. b 19.3b 13. B/ 
6.21 3.1 2.23 
14.72 11.54 9.38 
104.2 117.42 86.95 


11.45 15.23 13.60 
3.41 1.97 1.54 
19.99 16.63 22.58 
136.93 140 124.61 


* 

* 
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1 . TIB ( a ) c> ( d ) <D H ttlfrtZidM® DNAo 

(a) IB?iJ##: 2, 4, 6, 8. 10, 12, 14, 16, 18, 2 0, ttz 

ii2 2 0v^m^tcg3m©T^ ygrojfre>fc3* w^®^- h--rs dna 0 

(b) m?m^: 1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 
2 1 ©V>T n^CHBiK^^SiEi'lcDiJ— H ffi$&&ts DNAo 

(c) IB5U#^: 2, 4, 6, 8, 10, 12, 1 4, 1 6, 18, 2 0, 

(i2 2©i>-rn^{ciB©cD7'^ smmmzis^x i%L<i*m®L(DT5.;mtfm 

4, 6, 8, 10, 12, 14, 16, 18, 2 0, £fcli2 2®^-f ftfrfcfB 
DNAo 

(d) mmm^ •. 1, 3, 5, 7, 9, 1 1, 1 3, 1 5, 1 7, 1 9, 

2 1 (D^?nfrtim(DMmiWfr<btez dna h u h^^T-e^ 

^ ... 

-fyiJf-fXU K2Wf:2, 4, 6, 8, 10, 12, 14, 16, 18, 

2 0, £ fcfct 2 2©V vf tlp£®mv>7 5. J *> ft * K 
CWfW »^«3-*1«-r^ DNAo 

2. 2, 4, 6, 8, 10, 12, 14, 16, 18, 2 0, 
li2 2©^t 5 n^{c|Blg©T^y ^IB^J^e>*5^>>'^KM^37-5 : - 
-K-fSDNAo 

3 . : 2 4 iCsBao^SIB^J^tf DNAo 

m^y* Ko 

5 . mm% : 2 5 msbus©^ =• smmmz&ts* u k<, 

6~ — «*m _ ^3Wvt*n-*K13«©m-3^^-n-fc^^— o 
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7 . 1 b 3 <D^?MMztm<D DNA * tz&ffi #31 6 £12$©^ * - 

9 . 8t$$ 4 * fc tt 5 fc«3«® * >/t * R * fcBfV^ K fclS^t S'iatto 

10. Eai«:ls 3s 5s 7s 9s 1 is 1 3s 1 5s 1 7s 19x $fe 
fc*2 1 (0^f , n*K:E*Ottl6iIJ!I*-&*5 DNA S^tt^CflUMRfcfiMWft'i? 
&< £*> 1 57* U*?- K 7* h*o 

(b) ^^>y^|grfcli^^Kfc^ima©^f5tt^aitSXgs 

(c) m# 9 frizzy? Kfcig^tststtM^sfc^ftMR-rsi 

lis ££tf#$o 
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SEQUENCE LISTING 

<110> Helix Research Institute 

<120> Novel genes encoding protein kinase or protein 
phosphatase. 

<130> H1-107PCT2 

<140> 
<141> 

<150> JP 1999-248036 

<151> 1999-07-29 

<150> JP 2000-118776 
<151> 2000-01-11 



<150> JP 2000-183767 
<151> 2000-05-02 

<150> US 60/159590 
<151> 1999-10-18 

<150> US 60/183322 
<151->-2000-02-l-7 
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<160> 64 

<170> Patentln Ver. 2.0 

<210> 1 
<211> 2158 
<212> DNA 
<213> Homo sapiens 

<220> 
<221> CDS 

<222> (109).. (1713) 
<400> 1 

t 

cgctgtgagg gagtcgctgt gatccggggc cccggaaccc gagctggagc tgaagcgcag 60 

-gctgcggggc gcggagtcgg gagtgcaggc ctgagtgttc cttccage atg teg gag 117 

Met Ser Glu 
1 

ggg gag tec cag aca gta ctt age agt ggc tea gac cca aag gta gaa 165 
Gly Glu Ser Gin Thr Val Leu Ser Ser Gly Ser Asp Pro Lys Val Glu 
5 10 15 

tcc-tca-tet-tca-gct-cct-ggc-ctg-aca-tca-gtg-tea-cct-cct-gtg-acc — 213 



WO 01/09345 



PCT/JP00/05060 



3/268 

Ser Ser Ser Ser Ala Pro Gly Leu Thr Ser Val Ser Pro Pro Val Thr 
20 25 30 35 

tec aca acc tea get get tec cca gag gaa gaa gaa gaa agt gaa gat 261 
Ser Thr Thr Ser Ala Ala Ser Pro Glu Glu Glu Glu Glu Ser Glu Asp 
40 45 50 

gag tct gag att ttg gaa gag teg ccc tgt ggg cgc tgg cag aag agg 309 
Glu Ser Glu He Leu Glu Glu Ser Pro Cys Gly Arg Trp Gin Lys Arg 
55 60 65 

cga gaa gag gtg aat caa egg aat gta cca ggt att gac agt gca tac 357 
Arg Glu Glu Val Asn Gin Arg Asn Val Pro Gly He Asp Ser Ala Tyr 
70 75 80 

ctg gec atg gat aca gag gaa ggt gta gag gtt atg tgg aat gag gta 405 
Leu Ala Met Asp Thr Glu Glu Gly Val Glu Val Met Trp Asn Glu Val 
85 90 95 

cag ttc.tct gaa cgc aag aac tac aag ctg cag gag gaa aag gtt cgt 453 
Gin Phe Ser Glu Arg Lys Asn Tyr Lys Leu Gin Glu Glu Lys Val Arg 
100 105 110 115 

get gtg ttt gat aat ctg att caa ttg gag cat ctt aac att gtt aag 501 
Ala Val Phe Asp Asn Leu He Gin Leu Glu His Leu Asn He Val Lys 
— 120 125- 130 
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ttt cac aaa tat tgg get gac att aaa gag aac aag gec agg gtc att 549 
Phe His Lys Tyr Trp Ala Asp He Lys Glu Asn Lys Ala Arg Val He 
135 140 145 

ttt ate aca gaa tac atg tea tct ggg agt ctg aag caa ttt ctg aag 597 
Phe He Thr Glu Tyr Met Ser Ser Gly Ser Leu Lys Gin Fhe Leu Lys 
150 155 160 

aag ace aaa aag aac cac aag acg atg aat gaa aag gca tgg aag cgt 645 
Lys Thr Lys Lys Asn His Lys Thr Met Asn Glu Lys Ala Trp Lys Arg 
165 170 175 

tgg tgc aca caa ate etc tct gec eta age tac ctg cac tec tgt gac 693 
Trp Cys Thr Gin He Leu Ser Ala Leu Ser Tyr Leu His Ser Cys Asp 
180 185 190 . 195 



ccc ccc ate ate cat ggg aac ctg ace tgt gac ace ate ttc ate cag 741 
Pro Pro He He His Gly Asn Leu Thr Cys Asp Thr He Phe He Gin 
200 205 210 



cac aac gga etc ate aag att ggc tct gtg get cct gac act ate aac 789 
His Asn Gly Leu He Lys He Gly Ser Val Ala Pro Asp Thr He Asn 
215 220 225 



aat_cat-gtg-aag-act-tgt-cga-gaa-gag-Gag-aag-aat-cta-cac-t-tc-t-t-t — 837 
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V. 1 

Asn His Val Lys Thr Cys Arg Glu Glu Gin Lys Asn Leu His Phe Phe 
230 235 240 

gca cca gag tat gga gaa gtc act aat gtg aca aca gca gtg gac ate 885 
Ala Pro Glu Tyr Gly Glu Val Thr Asn Val Thr Thr Ala Val Asp He 
245 250 255 

tac tec ttt ggc atg tgt gca ctg gag atg gca gtg ctg gag att cag 933 
Tyr Ser Phe Gly Met Cys Ala Leu Glu Met Ala Val Leu Glu He Gin 
260 265 270 275 

ggc aat gga gag tec tea tat gtg cca cag gaa gee ate age agt gec 981 
Gly Asn Gly Glu Ser Ser Tyr Val Pro Gin Glu Ala lie Ser Ser Ala 
280 285 290 

ate cag ctt eta gaa gac cca tta cag agg gag ttc att caa aag tgc 1029 
lie Gin Leu Leu Glu Asp Pro Leu Gin Arg Glu Phe lie Gin Lys Cys 
295 300 305 

ctg cag tct gag cct get cgc aga cca aca gee aga gaa ctt ctg ttc 1077 
Leu Gin Ser Glu Pro Ala Arg Arg Pro Thr Ala Arg Glu Leu Leu Phe 
310 315 .320 

cac cca gca ttg ttt gaa gtg ccc teg etc aaa etc ctt gcg gee cac 1125 
His Pro Ala Leu Phe Glu Val Pro Ser Leu Lys Leu Leu Ala Ala His 

325 330 335 
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tgc att gtg gga cac caa cac atg ate cca gag aac get eta gag gag 1173 
Cys He Val Gly His Gin His Met lie Pro Glu Asn Ala Leu Glu Glu 
340 345 350 355 

ate acc aaa aac atg gat act agt gec gta ctg get gaa ate cct gca 1221 
lie Thr Lys Asn Met Asp Thr Ser Ala Val Leu Ala Glu lie Pro Ala 
360 365 370 

gga cca gga aga gaa cca gtt cag act ttg tac tct cag tea cca get 1269 
Gly Pro Gly Arg Glu Pro Val Gin Thr Leu Tyr Ser Gin Ser Pro Ala 
375 380 385 

ctg gaa tta gat aaa ttc ctt gaa gat gtc agg aat ggg ate tat cct 1317 
Leu Glu Leu Asp Lys Phe Leu Glu Asp Val Arg Asn Gly He Tyr Pro 
390 395 400 



ctg aca gee ttt ggg ctg cct egg ccc cag cag cca cag cag gag gag 1365 
Leu Thr Ala Phe Gly Leu Pro Arg Pro Gin Gin Pro Gin Gin Glu Glu 
405 - 410 415 



gtg aca tea cct gtc gtg ccc ccc tct gtc aag act ccg aca cct gaa 1413 
Val Thr Ser Pro Val Val Pro Pro Ser Val Lys Thr Pro Thr Pro Glu 
420 425 430 435 



.cca.gc.t_gag_gtg_gag-act-cgc-aag-gtg-gtg-ctg-atg-cag-tgc-aac-at-t — 1461 
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Pro Ala Glu Val Glu Thr Arg Lys Val Val Leu Met Gin Cys Asri He 
440 445 450 

gag teg gtg gag gag gga gtc aaa cac cac ctg aca ctt ctg ctg aag 1509 

Glu Ser Val Glu Glu Gly Val Lys His His Leu Thr Leu Leu Leu Lys 
455 460 465 

ttg gag gac aaa ctg age egg cac ctg age tgt gac ctg atg cca aat ,1557 

Leu Glu Asp Lys Leu Ser Arg His Leu Ser Cys Asp Leu Met Pro Asn 
470 475 480 

gag aat ate ccc gag ttg gcg get gag ctg gtg cag ctg ggc ttc att 1605 

Glu Asn He Pro, Glu Leu Ala Ala Glu Leu Val Gin Leu Gly Phe He 
485 490 495 

agt gag get gac cag age egg ttg act tct ctg eta gaa gag acc ttg 1653 

Ser Glu Ala Asp Gin Ser Arg Leu Thr Ser Leu Leu Glu Glu Thr Leu 

_ 500 505 510 515 

aac aag ttc aat ttt gee agg aac agt acc etc aac tea gec get gtc 1701 

Asn Lys Phe Asn Phe Ala Arg Asn Ser Thr Leu Asn Ser Ala Ala Val 
520 525 530 

acc gtc tec tct tagagctcac tegggecagg ccctgatctg cgctgtggct 1753 
Thr Val Ser Ser 
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gtccctggac gtgctgcagc cctcctgtcc cttcccccca gtcagtatta ccctgtgaag 1813 
ccccttccct cctttattat tcaggagggc tgggggggct ccctggttct gagcatcatc 1873 
ctttcccctc ccctctcttc ctcccctctg cactttgttt acttgttttg cacagacgtg 1933 
ggcctgggcc ttetcagcag ccgccttcta gttgggggct agtcgctgat ctgccggctc 1993 
ccgcccagcc tgtgtggaaa ggaggcccac gggcactagg ggagccgaat tctacaatcc 2053 
cgctggggcg gccggggcgg gagagaaagg tggtgctgca gtggtggccc tggggggcca 2113 
ttcgattcgc ctcagttgct gctgtaataa aagtctactt tttgct 2159 

<210> 2 

<211> 535 - • 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Ser Glu Gly Glu Ser Gin Ihr Val Leu Ser Ser Gly Ser Asp Pro 
15 10 15 

Lys-VaLGlu-Ser-Ser-Ser^Ser-Ala-Pro-Gly-Leu-Thr-Ser-Val-Ser-Pro 
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20 25 30 

Pro Val Thr Ser Thr Thr Ser Ala Ala Ser Pro Glu Glu Glu Glu Glu 
35 40 45 

Ser Glu Asp Glu Ser Glu He Leu Glu Glu Ser Pro Cys Gly Arg Trp 

50 55 60 

Gin Lys Arg Arg Glu Glu Val Asn Gin Arg Asn Val Pro Gly He Asp 
65 70 75 80 

Ser Ala Tyr Leu Ala Met Asp Thr Glu Glu Gly Val Glu Val Met Trp 
85 90 95 

c 

Asn Glu Val Gin Phe Ser Glu Arg Lys Asn Tyr Lys Leu Gin Glu Glu 
100 105 110 



Lys Val Arg Ala Val Phe Asp Asn Leu lie Gin Leu Glu His Leu Asn 
115 120 125 

He Val Lys Phe His Lys Tyr Trp Ala Asp He Lys Glu Asn Lys Ala 
130 135 140 

Arg Val He Phe lie Thr Glu Tyr Met Ser Ser Gly Ser Leu Lys Gin 
145 150 155 160 
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Phe Leu Lys Lys Thr Lys Lys Asn His Lys Thr Met Asn Glu Lys Ala 
165 170 175 

Trp Lys Arg Trp Cys Thr Gin He Leu Ser Ala Leu Ser Tyr Leu His 
180 185 190 

Ser Cys Asp Pro Pro lie He His Gly Asn Leu Thr Cys Asp Thr He 
195 200 205 

Phe He Gin His Asn Gly Leu He Lys He Gly Ser Val Ala Pro Asp 
210 215 220 

Thr He Asn Asn His Val Lys Thr Cys Arg Glu Glu Gin Lys Asn Leu 
225 . 230 235 240 

His Phe Phe Ala Pro Glu Tyr Gly Glu Val Thr Asn Val Thr Thr Ala 
245 250 255 

Val Asp He Tyr Ser Phe Gly Met Cys Ala Leu Glu Met Ala Val Leu 
260 -265 270 

Glu He Gin Gly Asn Gly Glu Ser Ser Tyr Val Pro Gin Glu Ala He 
275 280 285 

Ser Ser Ala He Gin Leu Leu Glu Asp Pro Leu Gin Arg Glu Phe He 

290 295 300 — 
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Gin Lys Cys Leu Gin Ser Glu Pro Ala Arg Arg Pro Thr Ala Arg Glu 
305 310 315 320 

Leu Leu Phe His Pro Ala Leu Phe Glu Val Pro Ser Leu Lys Leu Leu 
325 330 335 

Ala Ala His Cys He Val Gly His Gin His Met lie Pro Glu Asn Ala 
340 345 350 

Leu Glu Glu He Thr Lys Asn Met Asp Thr Ser Ala Val Leu Ala Glu 
355 360 365 

He Pro Ala Gly Pro Gly Arg Glu Pro Val Gin Thr Leu Tyr Ser Gin 
370 375 380 

Ser Pro Ala Leu Glu Leu Asp Lys Phe Leu Glu Asp Val Arg Asn Gly 
385 390 395 400 

He Tyr Pro Leu Thr Ala Phe Gly Leu Pro Arg Pro Gin Gin Pro Gin 
405 410 415 

Gin Glu Glu Val Thr Ser Pro Val Val Pro Pro Ser Val Lys Thr Pro 
420 425 430 



Thr Prp_.Glu_Pro_Ala_Glu_Val_Glu_Thr-Arg-Lys-Val-Val--Leu-Met-Gln 
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435 440 445 

Cys Asn He Glu Ser Val Glu Glu Gly Val Lys His His Leu Thr Leu 
450 455 460 

Leu Leu Lys Leu Glu Asp Lys Leu Ser Arg His Leu Ser Cys Asp Leu 

465 470 475 480 

Met Pro Asn Glu Asn He Pro Glu Leu Ala Ala Glu Leu Val Gin Leu 
485 490 495 

Gly Phe lie Ser Glu Ala Asp Gin Ser Arg Leu Thr Ser Leu Leu Glu 
500 505 510 

Glu Thr Leu Asn Lys Phe Asn Phe Ala Arg Asn Ser Thr Leu Asn Ser 
515 520 .525 

Ala Ala Val Thr Val Ser Set 
530 535 



<210> 3 
<211> 1818 
<212> DNA 

<213> Homo sapiens 
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<220> 
<221> CDS 

<222> (170).. (1135) 
<400> 3 

gaattgcaac ggcagctgcc gggcgtatgt gttggtgcta gaggcagctg cagggtctcg 60 

ctgggggcca atcgggacca attttgagga ggtacttggc cacgacttat tttcacctcc 120 

gacctttcct tccaggcggt gagactctgg actgagagtg gctttcaca atg gaa ggg 178 

Met Glu Gly 
1 

ate agt aat ttc aag aca cca age aaa tta tea gaa aaa aag aaa tct 226 
He 'Sep Asn Phe Lys Thr Pro Ser Lys Leu Ser Glu Lys Lys Lys Ser 
5 10 15 

gta tta tgt tea. act cca act ata aat ate ccg gee tct ccg ttt atg 274 
Val Leu Cys Ser Thr Pro Thr lie Asn lie Pro Ala Ser Pro Phe Met 
20 25 30 35 

cag aag ctt ggc ttt ggt act ggg gta aat gtg tac eta atg aaa aga 322 
Gin Lys Leu Gly Phe Gly Thr Gly Val Asn Val Tyr Leu Met Lys Arg 
40 45 50 



tct_C£a_aga.ggt_ttg_tct_cat_tct-cct-tgg-gct-gta-aaa-aag-att -aat — 370 
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Ser Pro Arg Gly Leu Ser His Ser Pro Trp Ala Val Lys Lys He Asn 
55 60 65 

cct ata tgt aat gat cat tat cga agt gtg tat caa aag aga eta atg 418 
Pro He Cys Asn Asp His Tyr Arg Ser Val Tyr Gin Lys Arg Leu Met 
70 75 80 

gat gaa get aag att ttg aaa age ctt cat cat cca aac att gtt ggt 466 
Asp Glu Ala Lys lie Leu Lys Ser Leu His His Pro Asn He Val Gly 
85 90 95 

tat cgt get ttt act gaa gec agt gat ggc agt ctg tgt ctt get atg 514 
Tyr Arg Ala Phe Thr Glu Ala Ser Asp Gly Ser Leu Cys Leu Ala Met 
100 105 110 115 

gaa tat gga ggt gaa aag tct eta aat gac tta ata gaa gaa cga tat 562 
Glu Tyr Gly Gly Glu Lys Ser Leu Asn Asp Leu He Glu Glu Argjyr 
120 125 130 

aaa gec age caa gat cct ttt cca gca gec ata att tta aaa gtt get 610 
Lys Ala Ser Gin Asp Pro Phe Pro Ala Ala He He Leu Lys Val Ala 
135 140 145 

ttg aat atg gca aga ggg tta aag tat ctg cac caa gaa aag aaa ctg 658 
Leu Asn Met Ala Arg Gly Leu Lys Tyr Leu His Gin Glu Lys Lys Leu 

150 — 155 160 
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ctt cat gga gac ata gag tct tea aat gtt gta att aaa ggc gat ttt 706 
Leu His Gly Asp He Glu Ser Ser Asn Val Val He Lys Gly Asp Phe 
165 170 175 

gaa aca att aaa ate tgt gat gta gga gtc tct eta cca ctg gat gaa 754 
Glu Thr He Lys He Cys Asp Val Gly Val Ser Leu Pro Leu Asp Glu 
180 185 190 195 



aat atg act gtg act gac cct gag get 
Asn Met Thr Val Thr Asp Pro Glu Ala 
200 



tgt tac att ggc aca gag cca 802 
Cys Tyr He Gly Thr Glu Pro 
205 210 



tgg aaa ccc aaa gaa get gtg gag gag aat ggt gtt att act gac aag 850 
Trp Lys Pro Lys Glu Ala Val Glu Glu Asn Gly Val He Thr Asp Lys 
215 220 225 

gca gac ata ttt gec ttt ggc ctt act ttg tgg gaa atg atg act tta 898 
Ala Asp lie Phe Ala Phe Gly Leu Thr Leu Trp Glu Met Met Thr Leu 
230 " 235 240 

teg att cca cac att aat ctt tea aat gat aat gat gat gaa gat aaa 946 
Ser He Pro His He Asn Leu Ser Asn Asp Asn Asp Asp Glu Asp Lys 
245 250 255 



-act-ttt-gat-gaa-agt-gat-ttt-gat-gat-gaa-gca-tac-tat-gca-gcc-ttg — 994 
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Thr Phe Asp Glu Ser Asp Phe Asp Asp Glu Ala Tyr Tyr Ala Ala Leu 
260 265 • 270 275 

gga act agg cca cct att aat atg gaa gaa ctg gat gaa. tea tac cag 1042 
Gly Thr Arg Pro Pro He Asn Met Glu Glu Leu Asp Glu Ser Tyr Gin 
280 285 290 

aaa gta att gaa etc ttc tct gta tgc act aat gaa gac cct aaa gat 1090 
Lys Val He Glu Leu Phe Ser Val Cys Thr Asn Glu Asp Pro Lys Asp 
295 300 305 

cgt cct tct get gca cac att gtt gaa get ctg gaa aca gat gtc 1135 
Arg Pro Ser Ala Ala His He Val Glu Ala Leu Glu Thr Asp Val 
310 315 320 

tagtgatcat ctcagctgaa gtgtggcttg cgtaaataac tgtttattcc aaaatattta 1195 

catagttact atcagtagtt attagactct aaaattggca tatttcagga ccatagtttc 1255 

ttgttaacat atggataact atttctaata tgaaatatgc ttatattggc tataagcact 1315 

tggaattgta ctgggttttc tgtaaagttt tagaaactag ctacataagt actttgatac 1375 

tgetcatget gacttaaaac actagcagta aaacgctgta aactgtaaca ttaaattgaa 1435 



tgaccattac-ttttattaat-gatett^ 



( 
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cattagcact ttgtacagta caaaataaag tctacatttg tttaaaacac tgaacctttt 1555 

gctgatgtgt ttatcaaatg ataactggaa gctgaggaga atatgcctca aaaagagtag 1615 

ctccttggat acttcagact ctggttacag attgtcttga tctcttggat ctcctcagat 1675 

cttctttggt ttttgcttta atttattaaa tgtattttcc atactgagtt taaaatttat 1735 

taatttgtac cttaagcatt tcccagctgt gtaaaaacaa taaaactcaa ataggatgat 1795 

aaagaataaa ggacactttg ggt 1818 

<210> 4 
<211> 322 
<212> PRT 

<213> Homo sapiens 
<400> 4 

Met Glu Gly He Ser Asn Phe Lys Thr Pro Ser Lys Leu Ser Glu Lys 
15 10 15 



Lys Lys Ser Val Leu Cys Ser Thr Pro Thr He 
20 25 



Asn He Pro Ala Ser 
30 
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Pro Phe Met Gin Lys Leu Gly Phe Gly Thr Gly Val Asn Val Tyr Leu 
35 40 45 

Met Lys Arg Ser Pro Arg Gly Leu Ser His Ser Pro Trp Ala Val Lys 
50 55 60 

Lys He Asn Pro He Cys Asn Asp His Tyr Arg Ser Val Tyr Gin Lys 
65 70 75 80 

Arg Leu Met Asp Glu Ala Lys He Leu Lys Ser Leu His His Pro Asn 
85 90 95 

He Val Gly tyr Arg Ala Phe Thr Glu Ala Ser Asp Gly Ser Leu Cys 
100 105 110 

Leu Ala Met Glu Tyr Gly Gly Glu Lys Ser Leu Asn Asp Leu He Glu 
115 120 125 

Glu Arg Tyr Lys Ala Ser Gin Asp Pro Phe Pro Ala Ala lie lie Leu 
130 135 140 

Lys Val Ala Leu Asn Met Ala Arg Gly Leu Lys Tyr Leu His Gin Glu' 
145 150 155 160 

Lys Lys Leu Leu His Gly Asp He Glu Ser Ser Asn Val Val He Lys 
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Gly Asp Phe Glu Thr He Lys He Cys Asp Val Gly Val Ser Leu Pro 
180 185 190 

Leu Asp Glu Asn Met Thr Val Thr Asp Pro Glu Ala Cys Tyr He Gly 
195 200 205 

Thr Glu Pro Trp Lys Pro Lys Glu Ala Val Glu Glu Asn Gly Val He 
210 215 220 

Thr Asp Lys Ala Asp He Phe Ala Phe Gly Leu Thr Leu Trp Glu Met 
225 230 235 240 

Met Thr Leu Ser He Pro His He Asn Leu Ser Asn Asp Asn Asp Asp 
245 250 255 

_Glu Asp Lys_Thr Phe Asp Glu Ser Asp Phe Asp Asp Glu Ala Tyr Tyr 
' 260 265 270 

Ala Ala Leu Gly Thr Arg Pro Pro He Asn Met Glu Glu Leu Asp Glu 
275 280 285 

Ser Tyr Gin Lys Val lie Glu Leu Phe Ser Val Cys Thr Asn Glu Asp 
290 295 300 



Pro~Lys _ Asp _ Arg~Pro~Ser~Ala-Ala-His- He-Val-Glu-Ala-Leu-Glu-Thr 
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305 310 315 320 

Asp Val 



<210> 5 
<211> 2200 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 

<222> (173).. (1450) 
<400> 5 

gtcaggcccc ccagtcttag gtggaaacag caactccaac tcctctggcg gggctgggac 60 

cgttggtagg ggactggtca gtgatggaac gtcccctggg gaaagatgga ctcaccgttt 120 

tgagaggctg agactcagtc ggggaggggg cgccttgaag gatggagcag gg atg gtg 178 

Met Val 
1 

cag agg gaa gag ctg ctg agt ttc atg ggg get gag gag gca gec cct 226 
Gln-Arg-Giu-Glu-Leu-Leu-Ser-Phe-Met-Gly-Ala-Glu-Glu-Ala-'Ala-Pro-- — 
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5 10 15 

gac cca gcc gga gtg ggc egg gga gga ggg gtg get ggg cct cct tea 274 
Asp Pro Ala Gly Val Gly Arg Gly Gly Gly Val Ala Gly Pro Pro Ser 
20 25 30 

ggg gga gga ggg cag cct cag tgg cag aag tgt cgc ctg ctg ctt cga 322 
Gly Gly Gly Gly Gin Pro Gin Trp Gin Lys Cys Arg Leu Leu Leu Arg 
35 40 45 50. 

agt gaa gga gaa gga gga gga gga agt cgc ctg gag ttc ttt gta cca 370 
Ser Glu Gly Glu Gly Gly Gly Gly Ser Arg Leu Glu Phe Phe Val Pro 
55 60 65 

ccc aag gcc tct egg ccc cga etc age ate ccc tgc tct tct ate aca 418 
Pro Lys Ala Ser Arg Pro Arg Leu Ser He Pro Cys Ser Ser He Thr 
70 75 80 

gac gtc egg aca ace aca gcc ctg gag atg cct gac egg gag aac acg 466 
Asp Val Arg Thr Thr Thr Ala Leu Glu Met Pro Asp Arg Glu Asn Thr 
85 ' 90 95 

ttt gtg gtt aag gtg gaa ggt cca tec gag tat ate atg gag aca gtg 514 
Phe Val Val Lys Val Glu Gly Pro Ser Glu Tyr He Met Glu Thr Val 
100 105 110 
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gat gcc cag cat gtg aag gcc tgg gtg tct gac ate caa gaa tgc ctg 562 

Asp Ala Gin His Val Lys Ala Trp Val Ser Asp lie Gin Glu Cys Leu 
115 120 125 130 

age cca gga ccc tgc cct get acc agt ccc cgc ccc atg acc etc cct 610 
Ser Pro Gly Pro Cys Pro Ala Thr Ser Pro Arg Pro Met Thr Leu Pro 
135 140 145 

ctg gcc cct ggg acc tea ttc ctt aca agg gag aac aca gac age ctg 658 
Leu Ala Pro Gly Thr Ser Phe Leu Thr Arg Glu Asn Thr Asp Ser Leu 
150 155 160 

gag ctg tec tgc ctg aat cac teg gag agt eta ccc age cag gac ctg 706 
Glu Leu Ser Cys Leu Asn His Ser Glu Ser Leu Pro Ser Gin Asp Leu 
165 170 175 

ctg ctt gga ccc age gag age aat gac cgc ctg teg cag ggg gca tat 754 
Leu Leu Gly Pro Ser Glu Ser Asn Asp Arg Leu Ser Gin Gly Ala Tyr 
180 185 190 

ggg ggc etc tea gac cgc ccc teg gca tec ate tec ccc age tct gcc 802 
Gly Gly Leu Ser Asp Arg Pro Ser Ala Ser lie Ser Pro Ser Ser Ala 
195 200 205 210 

tec att gcc gcc tec cat ttt gac teg atg gaa ctg ctt ccc cca gag 850 
_Ser_Ile-Ala-Ala-Ser-His-Phe-Asp-Ser-Met-Glu-Leu-Leu-Pro-Pro-Glu 



WO 01/09345 



PCT/JP00/05060 



23/268 

215 220 225 

ttg ccc ccc cgc ate ccc att gaa gag gga ccc cca gca ggg aca gtt 898 
Leu Pro Pro Arg He Pro lie Glu Glu Gly Pro Pro Ala Gly Thr Val 
230 235 240 

cat ccc etc tea gee ccc tac cct ccc ttg gac act ccg gaa aca gee 946 
His Pro Leu Ser Ala Pro Tyr Pro Pro Leu Asp Thr Pro Glu Thr Ala 
245 250 . 255 

aca ggg tec ttc ctg ttc cag ggg gag cca gag ggc ggt gag ggg gac 994 
Thr Gly Ser Phe Leu Phe Gin Gly Glu Pro Glu Gly Gly Glu Gly Asp 
260 265 270 

cag ccc etc tea ggg tat cct tgg ttc cac ggg atg etc tct egg etc 1042 
Gin Pro Leu Ser Gly Tyr Pro Trp Phe His Gly Met Leu Ser Arg Leu 
275 280 285 290 



aag get gca cag ttg gtg ctg act ggc ggc act ggc tec cac ggt gtc 1090 
Lys Ala. Ala Gin Leu Val Leu Thr Gly Gly Thr Gly Ser His Gly Val 
295 300 305 

ttc ctg gtg cgc cag agt gag aca agg egg ggt gaa tac gtc etc ace 1138 
Phe Leu Val Arg Gin Ser Glu Thr Arg Arg Gly Glu Tyr Val Leu Thr 
310 315 320 
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ttc aac ttc cag ggc aag gcc aag cac ctg cgt ttg teg ctg aac gag 1186 
Phe Asn Phe Gin Gly Lys Ala Lys His Leu Arg Leu Ser Leu Asn Glu 
325 330 335 

gag ggt cag tgc egg gtc cag cac ctg tgg ttc cag tec att ttc gat 1234 
Glu Gly Gin Cys Arg Val Gin His Leu Trp Phe Gin Ser lie Phe Asp 

340 345 350 

atg etc gag cac ttc egg gtg cac ccc ate cct ttg gag teg gga ggc 1282 
Met Leu Glu His Phe Arg Val His Pro He Pro Leu Glu Ser Gly Gly 
355 360 365 370 

tec agt gat gtt gtc ctt gtc age tat gtc cca tec tec cag cga cag 1330 
Ser Ser Asp Val Val Leu Val Ser Tyr Val .Pro Ser Ser Gin Arg Gin 
375 380 385 

cag ggc egg gag cag get ggg age cat gcg ggg gtg tgc gag gga gat 1378 
Gin Gly Arg Glu Gin Ala Gly Ser His Ala Gly Val Cys Glu Gly Asp 
390 395 400 

gga tgc cac ccc gat gcc tec tgc acc etc atg ccc ttc gga gcg agt 1426 
Gly Cys His Pro Asp Ala Ser Cys Thr Leu Met Pro Phe Gly Ala Ser 
405 410 415 

gac tgt gta acc gac cac etc cca tgacccaccc cagccccctg aacccccttc 1480 
Asp-Cys-Val-Thr-Asp-His-Leu-Pro — — ~ 
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420 425 
atggacagat cccccacagc ctggggcaga agaggcgtcg agggcgccag aagtggcggc 1540 
agcagcagcc gcagcagcca aagagaggca agagaaagag aaagcgggcg gtggaggggt 1600 
cccggaagag ctggtccccg tggttgagct ggtccccgtg gttgaattgg aagaggccat 1660 
agccccaggc tcagaggccc agggcgctgg gtctggtggg gacgcggggg tgcccccaat 1720 
ggtgcagctg cagcagtcac cactaggggg tgatggagag gaagggggcc accccagggc 1780 
cattaacaac cagtactcct tcgtgtgagc caaccccacc cgctccaccc tttttaaacc 1840 
ccccagccct gctcgtgaga ttgggctggg tagggacaga ggaggccgaa atccctcccc 1900 
catgcttcct gacccttgtt ggccaagggc atctttgatg gtacaagcag aggctcggga 1960 
gaggctcccg tcacacacta caggtcccct ccccagggca ggggatttgg gctccatgag 2020 
ctccttgagg ggctcttctg gtcagcccca ccctgggggc catttcccca ttaactaccc 2080 
ccagcccgag gcagggtgag ggggaagggc tgtcagttac attaaggtgg ttgttgttgt 2140 - 
tgttttaaac aaaatggaga agcataaata aataaaaagg tttatctcgg ttctatcgtg 2200 
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<210> 6 
<211> 426 
<212> PRT 

<213> Homo sapiens 
<400> 6 

Met Val Gin Arg Glu Glu Leu Leu Ser Phe Met Gly Ala Glu Glu Ala 
15 10 15 

Ala Pro Asp Pro Ala Gly Val Gly Arg Gly Gly Gly Val Ala Gly Pro 
20 25 30 

Pro Ser Gly Gly Gly Gly Gin Pro Gin Trp Gin Lys Cys Arg Leu Leu 
35 40 45 

Leu Arg Ser Glu Gly Glu Gly Gly Gly Gly Ser Arg Leu Glu Phe Phe 
50 55 60 

Val Pro Pro Lys Ala Ser Arg Pro Arg Leu Ser He Pro Cys Ser Ser 
65 70 75 80 

He Thr Asp Val Arg Thr Thr Thr Ala Leu Glu Met Pro Asp Arg Glu 
85 90 95 



Asn_ThM$eJ£a^ 
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100 ' 105 110 

Thr Val Asp Ala Oln His Val Lys Ala Trp Val Ser Asp He Gin Glu 
115 120 125 

Cys Leu Ser Pro Gly Pro Cys Pro Ala Thr Ser Pro Arg Pro Met Thr 

130 135 140 

Leu Pro Leu Ala Pro Gly Thr Ser Phe Leu Thr Arg Glu Asn Thr Asp 
145 150 155 160 

Ser Leu Glu Leu Ser Cys Leu Asn His Ser Glu Ser Leu Pro Ser Gin 
165 170 175 

Asp Leu Leu Leu Gly Pro Ser Glu Ser Asn Asp Arg Leu Ser Gin Gly 
180 185 190 

Ala Tyr Gly Gly Leu Ser Asp Arg Pro Ser Ala Ser He Ser Pro Ser 
195 200 205 

Ser Ala Ser He Ala Ala Ser His Phe Asp Ser Met Glu Leu Leu Pro 
210 215 220 



Pro Glu Leu Pro Pro Arg He Pro He Glu Glu Gly Pro Pro Ala Gly 
225 230 235 240 
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Thr Val His Pro Leu Ser Ala Pro Tyr Pro Pro Leu Asp Thr Pro Glu 
245 250 255 

Thr Ala Thr Gly Ser Phe Leu Phe Gin Gly Glu Pro Glu Gly Gly Glu 
260 265 270 

Gly Asp Gin Pro Leu Ser Gly Tyr Pro Trp Phe His Gly Met Leu Ser 
275 280 285 

Arg Leu Lys Ala Ala Gin Leu Val Leu Thr Gly Gly Thr Gly Ser His 
290 295 300 

Gly Val Phe Leu Val Arg Gin Ser Glu Thr Arg Arg Gly Glu Tyr Val 
305 310 315 320 

Leu Thr Phe Asn Phe Gin Gly Lys Ala Lys His Leu Arg Leu Ser Leu 
325 330 335 

Asn Glu Glu Gly Gin Cys Arg Val Gin His Leu Trp Phe Gin Ser lie 
340 345 350 

Phe Asp Met Leu Glu His Phe Arg Val His Pro He Pro Leu Glu Ser 

v 355 360 365 



Gly Gly Ser Ser Asp Val Val Leu Val Ser Tyr Val Pro Ser Ser Gin 

370 375 380 
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Arg Gin Gin Gly Arg Glu Gin Ala Gly Ser His Ala Gly Val Cys Glu 
385 390 395 400 

Gly Asp Gly Cys His Pro Asp Ala Ser Cys Thr Leu Met Pro Phe Gly 
405 410 415 

Ala Ser Asp Cys Val Thr Asp His Leu Pro 
420 425 



<210> 7 
<211> 2720 
<212> DNA 
<213> Homo sapiens 

<220> - ^ 

<221> -CDS 

<222> (3).. (1916) 

<400> 7 

tc atg gaa tac gcg agt ggg ggt gaa gta ttt gat tac tta gtt gcc 47 
Met Glu Tyr Ala Ser Gly Gly Glu Val Phe Asp Tyr Leu Val Ala 
1 5 10 15 



cat-gga-aga-atg-aaa-gag-aaa-gag-gcc-cgt-gca-aaa-ttt-agg-cag-att 95 
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His Gly Arg Met Lys Glu Lys Glu Ala Arg Ala Lys Phe Arg Gin He 
20 25 30 

gta tct get gta cag tat tgt cat caa aag tac att gtt cac cgt gat 143 
Val Ser Ala Val. Gin Tyr Cys His Gin Lys Tyr He Val His Arg Asp 
35 40 45 

ctt aag get gaa aac ctt etc ctt gat ggt gat atg aat att aaa att 191 
Leu Lys Ala Glu Asn Leu Leu Leu Asp Gly Asp Met Asn He Lys lie 
50 55 60 

get gac ttt ggt ttt agt aat gaa ttt aca gtt ggg aac aaa ttg gac 239 
Ala Asp Phe Gly Phe Ser Asn Glu Phe Thr Val Gly Asn Lys Leu Asp . 
65 70 75 

aca ttt tgt gga age cca ccc tat get get ccc gag ctt ttc caa gga 287 
Thr Phe Cys Gly Ser Pro Pro Tyr Ala Ala Pro Glu Leu Phe Gin Gly 
80 85 90 95 

aag aag tat gat ggt cct gaa gtg gat gtg tgg agt ctg'ggc gtc att 335 
Lys Lys Tyr Asp Gly Pro Glu Val Asp Val Trp Ser Leu Gly Val He 
100 105 • 110 

etc tat aca tta gtc agt ggc tec ttg cct ttc gat ggc cag aat tta 383 
Leu Tyr Thr Leu Val Ser Gly Ser Leu Pro Phe Asp Gly Gin Asn Leu 
115 120 125 
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aag gaa ctg cga gag cga gtt 


tta cga 


ggg 


aag 


tac 


cgt 


att 


ccc 


ttc 


431 


Lys Glu Leu Arg Glu Arg Val 


Leu Arg 


Gly 


T 

Lys 


Tyr 


Arg 


lie 


Pro 


rhe 




130 


135 








140 










tat atg tec aca gac tgt gaa 


aat ctt 


ctg 


aag 


aaa 


tta 


tta 


gtc 


ctg 


479 


Tyr Met Ser Thr Asp Cys Glu 


Asn Leu 


Leu 


T «f«t 




Leu 


Leu 


i r 1 
V31 


T 




145 150 








155 












aat cca ata aag aga ggc age 


ttg gaa 


caa 


ata 


atg 


aaa 


gat 


cga 


tgg 


527 


Asn Pro He Lys Arg Gly Ser 


Leu Glu 


Gin 


He 


Met 


Lys 


Asp 


Arg 


Trp 




160 165 






170 










175 




atg aat gtt ggt cat gaa gag 


gaa gaa 


eta 


aag 


cca 


tat 


act 


gag 


cct 


575 


Met Asn Val Gly His Glu Glu 


Glu Glu 


Leu 


Lys 


Pro 


Tyr 


Thr 


Glu 


Pro 




180 




185 










190 






gat c eg gat ttc aat gac aca 


aaa aga 


ata 


gac 


att 


atg 


gtc 


acc 


atg 


623 


Asp Pro Asp Phe Asn Asp Thr 


Lys Arg 


He 


Asp 


He 


Met 


Val 


Thr 


Met 




195 


200 










205 








ggc ttt gca cga gat gaa ata 


aat gat 


gec 


tta 


ata 


aat 


cag 


aag 


tat 


671 


Gly Phe Ala Arg Asp Glu lie 


Asn Asp 


Ala 


Leu 


He 


Asn 


Gin 


Lys 


Tyr 




210 


215 








220 











gat-gaa_gtt-atg-gct-act-tat-att-ctt-cta-ggt-aga-aaa-cca-cct-gaa— 719 
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Asp Glu Val Met Ala Thr Tyr Me Leu Leu Gly Arg Lys Pro Pro Glu 
225 230 235 



ttt gaa ggt ggt gaa teg tta tec agt gga aac ttg tgt cag agg tec 
Phe Glu Gly Gly Glu Ser Leu Ser Ser Gly Asn Leu Cys Gin Arg Ser 
240 245 250 255 



767 



egg ccc agt agt gac tta aac aac age act ctt cag tec cct get cac 
Arg Pro Ser Ser Asp Leu Asn Asn Ser Thr Leu Gin Ser Pro Ala His 
260 265 270 



815 



ctg aag gtc cag aga agt ate tea gca aat cag aag cag egg cgt ttc 
Leu Lys Val Gin Arg Ser He Ser Ala Asn Gin Lys Gin Arg Arg Phe 
275 280 285 



863 



agt gat cat get ggt cca tec att cct cct get gta tea tat ace aaa 911 
Ser Asp His Ala Gly Pro Ser -He Pro Pro Ala Val Ser Tyr Thr Lys 
.290 295 300 

aga cct cag- get aac agt gtg gaa agt gaa cag aaa gag gag tgg gac 959 
Arg Pro Gin Ala Asn Ser Val Glu Ser Glu Gin Lys Glu Glu Trp Asp 
305 310 315 



aaa gat gtg get cga aaa ctt ggc age aca aca gtt gga tea aaa age 1007 
Lys Asp Val Ala Arg Lys Leu Gly Ser Thr Thr Val Gly Ser Lys Ser 

320 325 330 335 
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gag atg act gca age cct ctt gta ggg cca gag agg aaa aaa tct tea 1055 
Glu Met Thr Ala Ser Pro Leu Val Gly Pro Glu Arg Lys Lys Ser Ser 
340 345 350 

act att cca agt aac aat gtg tat tct gga ggt age atg gca aga agg 1103 
Thr He Pro Ser Asn Asn Val^ Tyr Ser Gly Gly Ser Met Ala Arg Arg , 
355 360 365 

aat aca tat gtc tgt gaa agg acc aca gat cga tac gta gca ttg cag 1151 
Asn Thr Tyr Val Cys Glu Arg Thr Thr Asp Arg Tyr Val Ala Leu Gin 
370 375 380 

aat gga aaa aac age age ctt acg gag atg tct gtg agt age ata tct 1199 
Asn Gly Lys Asn Ser Ser Leu Thr Glu Met Ser Val Ser Ser He Ser 
385 390 395 

tct-gca ggc tct tct gtg gee tct get gee ccc tea gca cga ccc cgc 1247 
Ser Ala Gly Ser Ser Val Ala Ser Ala Ala Pro Ser Ala Arg Pro Arg 
400 405 410 415 

cac cag aag tec atg tec act tct ggt cat cct att aaa gtc aca ctg 1295 
His Gin Lys Ser Met Ser Thr Ser Gly His Pro He Lys Val Thr Leu 
420 425 430 



-cca-acc-att-aaa-gae-ggc-tct-gaa-gct-tac-cgg-cct-ggt-aca-acc-cag-- *1343 
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Pro Thr lie Lys Asp Gly Ser Glu Ala Tyr Arg Pro Gly Thr Thr Gin 
435 440 445 

aga gtg cct get get tec cca tct get cac agt att agt act gcg act 1391 
Arg Val Pro Ala Ala Ser Pro Ser Ala His Ser He Ser Thr Ala Thr 
450 455 460 

cca gac egg acc cgt ttt ecc cga ggg age tea age cga age act ttc 1439 
Pro Asp Arg Thr Arg Phe Pro Arg Gly Ser Ser Ser Arg Ser Thr Phe 
465 470 475 

cat ggt gaa cag etc egg gag cga cgc age gtt get tat aat ggg cca 1487 
His Gly Glu Gin Leu Arg Glu Arg Arg Ser Val Ala Tyr Asn Gly Pro 
480 485 490 495 

cct get tea cca tec cat gaa acg ggt gca ttt gca cat gee aga agg 1535 
Pro Ala Ser Pro Ser His Glu Thr Gly Ala Phe Ala His Ala Arg Arg 
500 505 510 

gga acg tea act ggt ata ata age aaa ate aca tec aaa ttt gtt cgc 1583 
Gly Thr Ser Thr Gly He He Ser Lys lie Thr Ser Lys Phe Val Arg 
515 520 525 

aga agt aca tea ggg gaa cca aaa gaa aga gac aag gaa gag ggt aaa 1631 
Arg Ser Thr Ser Gly Glu Pro Lys Glu Arg Asp Lys Glu Glu Gly Lys 
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gat tct aag ccg cgt tct ttg egg ttc aca tgg agt atg aag acc act 1679 
Asp Ser Lys Pro Arg Ser Leu Arg Phe Thr Trp Ser Met Lys Thr Thr 
545 550 555 

agt tea atg gac cct aat gac atg atg aga gaa ate cga aaa gtg tta 1727 
Ser Ser Met Asp Pro Asn Asp Met Met Arg Glu He Arg Lys Vai Leu 
560 565 . 570 575 

gat gca aat aac tgt gat tat gag caa aaa gag aga ttt ttg ctt ttc 1775 
Asp Ala Asn Asn Cys Asp Tyr Glu Gin Lys Glu Arg Phe Leu Leu Phe 
580 585 590 

tgt gtc cat gga gac get aga cag gat age etc gtg cag tgg gag atg 1823 
Cys Val His Gly Asp Ala Arg Gin Asp Ser Leu Val Gin Trp Glu Met 
595 600 605 



gaa gtc tgc aag ttg cac gac tgt cac tta atg ggg ttc get tea age 1871 
Glu Val Cys Lys Leu His Asp Cys His Leu Met Gly Phe Ala Ser Ser 
610 615 620 

gaa tat ctg gga cat eta ttg cct tta aga aca ttg cat caa aaa 1916 
Glu Tyr Leu Gly His Leu Leu Pro Leu Arg Thr Leu His Gin Lys 
625 630 635 



tagcaaatga-gcttaagctg-taaagaagtc-caaatt-taca-ggttcaggga-agatacatac-1976 
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atatatgagg tacagttttt gaatgtactg gtaatgccta atgtggtctg cctgtgaatc 2036 

tccccatgta gaatttgccc ttaatgcaat aaggttatac atagttatga actgtaaaat 2096 

taaagtcagt atgaactata ataaatatct gtagcttaaa aagtaggttc acatgtacag 2156 

gtaagtatat tgtgtatttc tgttcatttt ctgttcatag agttgtataa taaaacatga 2216 

ttgcttaaaa acttgtatag ttgtctagat ttctgcacct gaatgtatgt ttgatgcttt 2276 

gatttgaaaa tgttcttccc tgttatttac attccggtgg gtttttaaaa ttcttacctc 2336 

catcatgcaa ttttgaaaat tgtgtccaga attaaaagtg catagaaata gcctttacaa 2396 

ttgtagcatg gacctttaaa aattgtttta aaatcttatt taaatttaaa ccagaagctg 2456 



aaaaatagat cagctttatt atacacaaaa ttattactgc ttatctttgc tcttttcctt 2516 
gttatcccgc aaggtttagt tgagaagata caaaatgttt acagtgttgg cacttagagt 2576 
ttttaaattc aagtacatga aattcagtaa tagcattgcc ttgagctaac taggaagtac 2636 
cgggaaaaaa gttaaatcta catcaagttt cttttgaact ttgaagtgtt ttctgaccca 2696 
ctgctaactg- tagcaaeaaa-attt 2720 



WO 01/09345 



PCT/JP00/05060 



37/268 



<210> 8 
<211> 638 
<212> PRT 

<213> Homo sapiens 
<400> 8 

Met Glu Tyr Ala Ser Gly Gly Glu Val Phe Asp Tyr Leu Val Ala His 
1 5 10 15 

Gly Arg Met Lys Glu Lys Glu Ala Arg Ala Lys Phe Arg Gin He Val 
20 25 30 

Ser Ala Val Gin Tyr Cys His Gin Lys Tyr He Val His Arg Asp Leu 
35 40 45 

Lys Ala Glu Asn Leu Leu Leu Asp Gly Asp Met Asn He Lys He Ala 
50 55 60 

Asp Phe Gly Phe Ser Asn Glu Phe Thr Val Gly Asn Lys Leu Asp Thr 
65 70 75 80 



Phe Cys Gly Ser Pro Pro Tyr Ala Ala Pro Glu Leu Phe Gin Gly Lys 
85 90 95 
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Lys Tyr Asp Gly Pro Glu Val Asp Val Trp Ser Leu Gly Val He Leu 
100 105 110 

Tyr Thr Leu Val Ser Gly Ser Leu Pro Phe Asp Gly Gin Asn Leu Lys 
115 120 125 

Glu Leu Arg Glu Arg Val Leu Arg Gly Lys Tyr Arg lie Pro Phe Tyr 
130 135 140 

Met Ser Thr Asp Cys Glu Asn Leu Leu Lys Lys Leu Leu Val Leu Asn 
145 150 155 160 

Pro He Lys Arg Gly Ser Leu Glu Gin He Met Lys Asp Arg Trp Met 
165 170 175 

Asn Val Gly His Glu Glu Glu Glu Leu Lys Pro Tyr Thr Glu Pro Asp 
180 185 190 



Pro Asp Phe Asn Asp Thr Lys Arg He Asp He Met Val Thr Met Gly 
195 200 205 

Phe Ala Arg Asp Glu He Asn Asp Ala Leu He Asn Gin Lys Tyr Asp 
210 215 220 

Glu Val Met Ala Thr Tyr He Leu Leu Gly Arg Lys Pro Pro Glu Phe 

225 230 235- 240 
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Glu Gly Gly Glu Ser Leu Ser Ser Gly Asn Leu Cys Gin Arg Ser Arg 
245 250 255 

Pro Ser Ser Asp Leu Asn Asn Ser Thr Leu Gin Ser Pro Ala His Leu 
260 265 270 

Lys Val Gin Arg Ser He Ser Ala Asn Gin Lys Gin Arg Arg Phe Ser 
275 280 285 

Asp His Ala Gly Pro Ser lie Pro Pro Ala Val Ser Tyr Thr Lys Arg 
290 295 300 

Pro Gin Ala Asn Ser Val Glu Ser Glu Gin Lys Glu Glu Trp Asp Lys 
305 310 315 320 

Asp Val .Ala Arg Lys Leu Gly Ser Thr Thr Val Gly Ser Lys Ser Glu 
325 330 335 

Met Thr Ala Ser Pro Leu Val Gly Pro Glu Arg Lys Lys Ser Ser Thr 
340 345 350 

He Pro Ser Asn Asn Val Tyr Ser Gly Gly Ser Met Ala Arg Arg Asn 
355 360 365 

Thr-Tyr-Val-Cys-Glu-Arg-Thr-Thr-Asp-Arg-Tyr-Val-Ala-Leu-Gln-Asn 
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370 375 380 

Gly Lys Asn Ser Ser Leu Thr Glu Met Ser Val Ser Ser He Ser Ser 
385 390 395 400 

Ala Gly Ser Ser Val Ala Ser Ala Ala Pro Ser Ala Arg Pro Arg His 

405 410 4i5 

Gin Lys Ser Met Ser Thr Ser Gly His Pro He Lys Val Thr Leu Pro 
420 425 430 

Thr He Lys Asp Gly Ser Glu Ala Tyr Arg Pro Gly Thr Thr Gin Arg 
435 440 445 

Val Pro Ala Ala Ser Pro Ser Ala His Ser He Ser Thr Ala Thr Pro 
450 455 460 



Asp Arg Thr Arg Phe Pro Arg Gly Ser Ser Ser Arg Ser Thr Phe His 

465 470 475 480 

Gly Glu Gin Leu Arg Glu Arg Arg Ser Val Ala Tyr Asn Gly Pro Pro 

485 490 495 



Ala Ser Pro Ser His Glu Thr Gly Ala Phe Ala His Ala Arg Arg Gly 
500 505 510 
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Thr Ser Thr Gly He He Ser Lys lie Thr Ser Lys Phe Val Arg Arg 
515 520 525 

Ser Thr Ser Gly Glu Pro Lys Glu Arg Asp Lys Glu Glu Gly Lys Asp 
530 535 540 

Ser Lys Pro Arg Ser Leu Arg Phe Thr Trp Ser Met Lys Thr Thr Ser 
545 550 555 560 

Ser Met Asp Pro Asn Asp Met Met Arg Glu He Arg Lys Val Leu Asp 
565 570 575 

Ala Asn Asn Cys Asp Tyr Glu Gin Lys Glu Arg Phe Leu Leu Phe Cys 
580 585 590 

Val His Gly Asp Ala Arg Gin Asp Ser Leu Val Gin Trp Glu Met Glu 
595 600 605 

Val Cys Lys Leu His Asp Cys His Leu Met Gly Phe Ala Ser Ser Glu 
610 615 ; 620 

Tyr Leu Gly His Leu Leu Pro Leu Arg Thr Leu His Gin Lys 
625 630 635 
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<211> 3219 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 

<222> (71).. (2479) • 
<400> 9 

gtagtagctg ccaggctgtc ccccgccctg cccggcccga gccccgcggg ccgccgccgc 60 

caccgccgcc atg aag aag cag ttc aac cgc atg aag cag ctg get aac 109 
Met Lys Lys Gin Phe Asn Arg Met Lys Gin Leu Ala Asn 
1 5 10 

cag acc gtg ggc aga get gag aaa aca gaa gtc ctt agt gaa gat eta 157 

Gin Thr Val Gly Arg Ala Glu Lys Thr Glu Val Leu Ser Glu Asp Leu 

15 20 " 25 

tta cag att gag aga cgc ctg gac acg gtg egg, tea ata tgc cac cat > 205 
Leu Gin He Glu Arg Arg Leu Asp Thr Val Arg Ser He Cys His His 
30 35 40 45 

tec cat aag cgc ttg gtg gca tgt ttc cag ggc cag cat ggc acc gat 253 
Ser His Lys Arg Leu Val Ala Cys Phe Gin Gly Gin His Gly Thr Asp 
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gcc gag agg aga cac aaa aaa ctg cet ctg aca get ctt get caa aat 301 
Ala Glu Arg Arg His Lys Lys Leu Pro Leu Thr Ala Leu Ala Gin Asn 
65 7(K 75 

atg caa gaa gca teg act cag ctg gaa gac tct etc ctg ggg aag atg 349 
Met Gin Glu Ala Ser Thr Gin Leu Glu Asp Ser Leu Leu Gly Lys Met 
80 85 90 

ctg gag acg tgt gga gat get gag aat cag ctg get etc gag etc tec 397 
Leu Glu Thr Cys Gly Asp Ala Glu Asn Gin Leu Ala Leu Glu Leu Ser 
95 100 105 

cag cac gaa gtc ttt gtt gag aag gag ate gtg gac cet ctg tac ggc 445 
Gin His Glu Val Phe Val Glu Lys Glu He Val Asp Pro Leu Tyr Gly 
110 115 120 125 

ata get gag gtg gag att ccc aac ate cag aag cag agg gag cag ctt 493 
He Ala Glu Val Glu He Pro Asn lie Gin Lys Gin Arg Glu Gin Leu 
130 135 140 

gca aga ttg gtg tta gac tgg gat tea gtc aga gcc agg tgg aac caa 541 
Ala Arg Leu Val Leu Asp Trp Asp Ser Val Arg Ala Arg Trp Asn Gin 
145 150 155 



get- cac- aaa tec-tea- gga-acc-aac-ttt-cag-ggg-ctt cca~tca aaa~ata 589 
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Ala His Lys Ser Ser Gly Thr Asn Phe Gin Gly Leu Pro Ser Lys He 
160 165 170 

gat act eta aag gaa gag atg gat gaa get gga aat aaa gta gaa cag 637 
Asp Thr Leu Lys Glu Glu Met Asp Glu Ala Gly Asn Lys Val Glu Gin 
175 180 185 

tgc aag gat caa ctt gca gca gac atg tac aac ttt atg gec aaa gaa 685 
Cys Lys Asp Gin Leu Ala Ala Asp Met Tyr Asn Phe Met Ala Lys Glu 
190 195 200 205 

ggg gag tat ggc aaa ttc ttt gtt acg tta tta gaa gec caa gca gat 733 
Gly Glu Tyr Gly Lys Phe Phe Val Thr Leu Leu Glu Ala Gin Ala Asp 
210 215 220 

tac cat aga aaa gca tta gca gtc tta gaa aag acc etc ccc gaa atg 781 
Tyr His Arg Lys Ala Leu Ala Val Leu Glu Lys Thr Leu Pro Glu Met 
225 230 235 

cga gec cat caa gat aag tgg gcg gaa aaa cca gee ttt ggg act ccc 829 
Arg Ala His Gin Asp Lys Trp Ala Glu Lys Pro Ala Phe Gly Thr Pro 
240 245 250 

eta gaa gaa cac ctg aag agg age ggg cgc gag att gcg ctg ccc att 877 
Leu Glu Glu His Leu Lys Arg Ser Gly Arg Glu He Ala Leu Pro He 

— -255 -— 260 265 
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gaa gcc tgt gtc atg ctg ctt ctg gag aca ggc atg aag gag gag ggc 925 
Glu Ala Cys Val Met Leu Leu Leu Glu Thr Gly Met Lys Glu Glu Gly 
270 275 280 - 285 

ctt ttc cga att ggg get ggg gcc tec aag tta aag aag ctg aaa get 973 
Leu Phe Arg He Gly Ala Gly Ala Ser Lys Leu Lys Lys Leu Lys Ala 
290 295 300 

get ttg gac tgt tct act tct cac ctg gat gag ttc tat tea gac ccc 1021 
Ala Leu Asp Cys Ser Thr Ser His Leu Asp Glu Phe Tyr Ser Asp Pro 
305 310 315 

cat get gta gca ggt get tta aaa tec tat tta egg gaa ttg cct gaa 1069 
His Ala Val Ala Gly Ala Leu Lys Ser Tyr Leu Arg Glu Leu Pro Glu 
320 325 330 



cct ttg atg act ttt aat ctg tat gaa gaa tgg aca caa gtt gca agt 1117 
Pro Leu Met Thr Phe Asn Leu Tyr Glu Glu Trp Thr Gin Val Ala Ser 
335 340 345 

gtg cag gat caa gac aaa aaa ctt caa gac ttg tgg aga aca tgt cag 1165 
Val Gin Asp Gin Asp Lys Lys Leu Gin Asp Leu Trp Arg Thr Cys Gin 
350 355 360 365 



— aag- ttg-cea-cca caa-aat-ttt-gtt-aac -ttt-aga-tat-ttg atc~aag ttc 1213 
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Lys Leu Pro Pro Gin Asn Phe Val Asn Phe Arg Tyr Leu Me Lys Phe 
370 375 380 

ctt gca aag ctt get cag acc age gat gtg aat aaa atg act ccc age 1261 
Leu Ala Lys Leu Ala Gin Thr Ser Asp Val Asn Lys Met Thr Pro Ser 
" 385 390 395 

aac att gcg att gtg -tta gee cct aac ttg tta tgg gee aga aac gaa 1309 
Asn He Ala He Val Leu Ala Pro Asn Leu Leu Trp Ala Arg Asn Glu 
400 405 410 



gga aca ctt get gaa atg gca gca gec aca tec gtc cat gtg gtt gca 
Gly Thr Leu Ala Glu Met Ala Ala Ala Thr Ser Val His Val Val Ala 
415 420 425 



1357 



gtg att gaa ccc ate att cag cat gec gac tgg ttc ttc cct gaa gag 1405 
Val He Glu Pro lie He Gin His Ala Asp Trp Phe Phe Pro Glu Glu 
430 435 440 445 

gtg gaa ttt aat gta tea gaa gca ttt gta cct etc acc acc ccg agt 1453 
Val Glu Phe Asn Val Ser Glu Ala Phe Val Pro Leu Thr Thr Pro Ser 
450 455 460 



tct aat cac tea ttc cac act gga aac gac tct gac teg ggg acc ctg 1501 
Ser Asn His Ser Phe His Thr Gly Asn Asp Ser Asp Ser Gly Thr Leu 
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gag agg aag egg cct get age atg gcg gtg atg gaa gga gac ttg gtg 1549 
Glu Arg Lys Arg Pro Ala Ser Met Ala Val Met Glu Gly Asp Leu Val 
480 485 490 

aag aag gaa agt cct ccc aaa ccg aag gac cct gta tct gca get gtg 1597 
Lys Lys Glu Ser Pro Pro Lys Pro Lys Asp Fro Val Ser Ala Ala Val 
495 500 505 



cca gca cca ggg aga aac aac agt cag ata gca tct ggc caa aat cag 
Pro Ala Pro Gly Arg Asn Asn Ser Gin He Ala Ser Gly Gin Asn Gin 
510 515 520 . 525 



1645 



ccc cag gca get get ggc tec cac cag etc tec atg ggc caa cct cac 
Pro Gin Ala Ala Ala Gly Ser His Gin Leu Ser Met Gly Gin Pro His 
530 535 540 



1693 



aat get gca ggg ccc age ccg cat aca ctg cgc cga get gtt aaa aaa 1741 
Asn Ala Ala Gly Pro Ser Pro His Thr Leu Arg Arg Ala Val Lys Lys 
545 550 555 



ccc get cca gca ccc ccg aaa ccg ggc aac cca cct cct ggc cac ccc 
Pro Ala Pro Ala Pro Pro Lys Pro Gly Asn Pro Pro Pro Gly His Pro 
560 565 570 



1789 



ggg-ggc-cag-agt tet-tca- gga-aca-tct-cag-cat-cca- ccc-agt-ctg-tca- 1837 
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Gly Gly Gin Ser Ser Ser Gly Thr Ser Gin His Pro Pro Ser Leu Ser 
575 580 585 

cca aag cca ccc acc cga age ccc tct cct ccc ace cag cac acg ggc 1885 
Pro Lys Pro Pro Thr Arg Ser Pro Ser Pro Pro Thr Gin His Thr Gly 
590 595 600 605 

cag cct cca ggc cag ccc tec gec ccc tec cag etc tea gca ccc egg 1933 
Gin Pro Pro Gly Gin Pro Ser Ala Pro Ser Gin Leu Ser Ala Pro Arg 
610 615 620 

agg tac tec age age ttg tct cca ate caa get ccc aat cac cca ccg 1981 
Arg Tyr Ser Ser Ser Leu Ser Pro lie Gin Ala Pro Asn His Pro Pro 
625 630 635 

ccg cag ccc cct acg cag gee acg cca ctg atg cac acc aaa ccc aat 2029 
Pro Gin Pro Pro Thr Gin Ala Thr Pro Leu Met His Thr Lys Pro Asn 
640 645 650 

age cag ggc cct ccc aac ccc atg gca ttg ccc agt gag cat gga ctt 2077 
Ser Gin Gly Pro Pro Asn Pro Met Ala Leu Pro Ser Glu His Gly Leu 
655 660 665 

gag cag cca tct cac acc cct ccc cag act cca acg ecc ccc agt act 2125 
Glu Gin Pro Ser His Thr Pro Pro Gin Thr Pro Thr Pro Pro Ser Thr 
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ccg ccc eta gga aaa cag aac ccc agt ctg cca get cct cag ace ctg 2173 
Pro Pro Leu Gly Lys Gin Asn Pro Ser Leu Pro Ala Pro Gin Thr Leu 
690 695 700 

gca ggg ggt aac cct gaa act gca cag cca cat get gga ace tta ccg 2221 
Ala Gly Gly Asn Pro Glu Thr Ala Gin Pro His Ala Gly Thr Leu Pro 
705 710 715 

aga ccg aga cca gta cca aag cca agg aac egg ccc age gtg ccc cca 2269 
Arg Pro Arg Pro Val Pro Lys Pro Arg Asn Arg Pro Ser Val Pro Pro 
720 725 730 

ccc ccc caa cct cct ggt gtc cac tea get ggg gac age age etc acc 2317 
Pro Pro Gin Pro Pro Gly Val His Ser Ala Gly Asp Ser Ser Leu Thr 
735 740 745 

aac aca gca cca aca get tec aag ata gta aca gac tec aat tec agg 2365 
Asn Thr Ala Pro Thr Ala Ser Lys He Val Thr Asp Ser Asn Ser Arg 
750 755 760 765 

gtc tea gaa ccg cat cgc age ate ttt cct gaa gtg cac tea gac tea 2413 
Val Ser Glu Pro His Arg Ser He Phe Pro Glu Val His Ser Asp Ser 
770 775 780 



gec agc _ aaa~gac~gtg _ cct" ggc ege" ate "ctg~ctg gat~ata~gac aat gat" 2461 
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Ala Ser Lys Asp Val Pro Gly Arg lie Leu Leu Asp He Asp Asn Asp 
785 790 795 

acc gag age act gec ctg tgaagaaagc cctttcccag ccctccacca 2509 
Thr Glu Ser Thr Ala Leu 
800 

cttccaccct ggcgagtgga gcaggggcag gcgaacctct ttctttgcag accgaacagt 2569 
gaaaagcttt cagtggagga caaaggaggg cctcactgtg tgggacctgg ccttctgcac 2629 
ggcccaagga gaacetggag gccaccacta aagctgaatg acctgtgtct tgaagaagtt 2689 
ggctttcttt aeatgggaag gaaatcatgc caaaaaaatc caaaacaaag aagtacctgg 2749 
agtggagaga gtattcctgc tgaaacgege ataggaagct tttgtccctg ctgttaatgc 2809 
gggcagcacc tacagcaact tggaatgagt aagaagcagt gcgttaacta tctatttaat 2869 
aaaatgeget cattatgeaa gtcgcctact ctctgctacc tggacgttca ttcttatgta 2929 
ttaggaggga ggctgcgctc cttcagactt getgeagaat cattttgtat catgtatggt 2989 
ctgtgtctcc ccagtcccct cagaaccatg cccatggatg gtgactgctg gctctgtcac 3049 
~ctcatcaaac - tggatgtgac ccatgccgcc~tcgttggatT gteggaatgt agacagaaat~3 109 
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gtactgttct tttttttttt tttaaacaat gtaattgcta cttgataagg accgaacatt 3169 
attctagttt catgtttaat ttgaattaaa tatattctgt ggtttatatg 3219 

<210> 10 
<211> 803 
<212> PRT 
<213> Homo sapiens 

<400> 10 

Met Lys Lys Gin Phe Asn Arg Met Lys Gin Leu Ala Asn Gin Thr Val 
1 5 10 15 

Gly Arg Ala Glu Lys Thr Glu Val Leu Ser Glu Asp Leu Leu Gin He 

_20_ 25 . . . .. 30 

Glu Arg Arg Leu Asp Thr Val Arg Ser He Cys His His Ser His Lys 
35 40 45 

Arg Leu Val Ala Cys Phe Gin Gly Gin His Gly Thr Asp Ala Glu Arg 

50 55 .... 60 

Arg His Lys Lys Leu Pro Leu Thr Ala Leu Ala Gin Asn Met Gin Glu 
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Ala Ser Thr Gin Leu Glu Asp Ser Leu Leu Gly Lys Met Leu Glu Thr 
85 90 95 

Cys Gly Asp Ala Glu Asn Gin Leu Ala Leu Glu Leu Ser Gin His Glu 
100 105 110 

Val Phe Val Glu Lys Glu He Val Asp Pro Leu Tyr Gly He Ala Glu 
115 120 125 

Val Glu He Pro Asn He Gin Lys Gin Arg Glu Gin Leu Ala Arg Leu 
130 135 140 

Val Leu Asp Trp Asp Ser Val Arg Ala Arg Trp Asn Gin Ala His Lys 
145 150 155 160 

Ser Ser Gly Thr Asn Phe Gin Gly Leu Pro Ser Lys He Asp Thr Leu 
165 170 175 



Lys Glu Glu Met Asp Glu Ala Gly Asn Lys Val Glu Gin Cys Lys Asp 
180 185 190 

Gin Leu Ala Ala Asp Met Tyr Asn Phe Met Ala Lys Glu Gly Glu Tyr 
195 200 205 



Gly-Lys-Phe-Phe-Val-Thr-Leu-Leu- Glu-Ala Gln- Ala-Asp Tyr His" Arg 
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210 215 220 

Lys Ala Leu Ala Val Leu Glu Lys Thr Leu Pro Glu Met Arg Ala His 
225 230 235 240 

Gin Asp Lys Trp Ala Glu Lys Pro Ala Phe Gly Thr Pro Leu Glu Glu 

» 

245 250 255 

His Leu Lys Arg Ser Gly Arg Glu He Ala Leu Pro He Glu Ala Cys 
260 265 270 

Val Met Leu Leu Leu Glu Thr Gly Met Lys Glu Glu Gly Leu Phe Arg 
275 280 285 

He Gly Ala Gly Ala Ser Lys Leu Lys Lys Leu Lys Ala Ala Leu Asp 
290 295 300 

Cys Ser Thr Ser His Leu Asp Glu Phe Tyr Ser Asp Pro His Ala Val 
305 310 315 320 

Ala Gly Ala Leu Lys Ser Tyr Leu Arg Glu Leu Pro Glu Pro Leu Met 
325 330 335 



Thr Phe Asn Leu Tyr Glu Glu Trp Thr Gin Val Ala Ser Val Gin Asp 
340 345 350 
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Gin Asp Lys Lys Leu Gin Asp Leu Trp Arg Thr Cys Gin Lys Leu Pro 
355 360 365 

Pro Gin Asn Phe Val Asn Phe Arg Tyr Leu He Lys Phe Leu Ala Lys 
370 375 380 

* 

Leu Ala Gin Thr Ser Asp Val Asn Lys Met Thr Pro Ser Asn He Ala 
385 390 395 400 

lie Val Leu Ala Pro Asn Leu Leu Trp Ala Arg Asn Glu Gly Thr Leu 
405 410 415 

Ala Glu Met Ala Ala Ala Thr Ser Val His Val Val Ala Val He Glu 
420 425 430 

Pro He He Gin His Ala Asp Trp Phe Phe Pro Glu Glu Val Glu Phe 

435 440 • 445 / 



Asn Val Ser Glu Ala Phe Val Pro Leu Thr Thr Pro Ser Ser Asn His 
450 455 460 

Ser Phe His Thr Gly Asn Asp Ser Asp Ser Gly Thr Leu Glu Arg Lys 
465 470 475 . 480 

Arg Pro Ala Ser Met Ala Val Met Glu Gly Asp Leu Val Lys Lys Glu 
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Ser Pro Pro Lys Pro Lys Asp Pro Val Ser Ala Ala Val Pro Ala Pro 
500 505 5i0 

Gly Arg Asn Asn Ser Gin He Ala Ser Gly Gin Asn Gin Pro Gin Ala 
515 520 525 

Ala Ala Gly Ser His Gin Leu Ser Met Gly Gin Pro His Asn Ala Ala 
530 535 540 

Gly Pro Ser Pro His Thr Leu Arg Arg Ala Val Lys Lys Pro Ala Pro 
545 550 555 560 

Ala Pro Pro Lys Pro Gly Asn Pro Pro Pro Gly His Pro Gly Gly Gin 
565 570 575 

Ser Ser Ser Gly Thr Ser Gin His Pro Pro Ser Leu Ser Pro Lys Pro 
580 585 590 

Pro Thr Arg Ser Pro Ser Pro Pro Thr Gin His Thr Gly Gin Pro Pro 
595 600 605 

Gly Gin Pro Ser Ala Pro Ser Gin Leu Ser Ala Pro Arg Arg Tyr Ser 
610 615 620 



Ser-Ser -Leu-Ser -Pro -lie -Gin -Ala-Pro-Asn His-Pro-ProPro Gin-Pro- 
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625 630 635 640 

Pro Thr Gin Ala Thr Pro Leu Met His Thr Lys Pro Asn Ser Gin Gly 
645 650 655 

Pro Pro Asn Pro Met Ala Leu Pro Ser Glu His Gly Leu Glu Gin Pro 
660 665 670 

Ser His Thr Pro Pro Gin thr Pro Thr Pro Pro Ser Thr Pro Pro Leu 
675 680 685 

Gly Lys Gin Asn Pro Ser Leu Pro Ala Pro Gin Thf Leu Ala Gly Gly 
690 695 700 

Asn Pro Glu Thr Ala Gin Pro His Ala Gly Thr Leu Pro Arg Pro Arg 
705 710 715 720 

Pro Val Pro Lys Pro Arg Asn Arg Pro Ser Val Pro Pro Pro Pro Gin 

: 725 730 . 735 

Pro Pro Gly Val His Ser Ala Gly Asp Ser Ser Leu Thr Asn Thr Ala 
740 745 750 



Pro Thr Ala Ser Lys lie Val Thr Asp Ser Asn Ser Arg Val Ser Glu 
755 760 765 
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Pro His Arg Ser He Phe Pro Glu Val His Ser Asp Ser Ala Ser Lys 
770 775 780 

f 

Asp Val Pro Gly Arg He Leu Leu Asp He Asp Asn Asp Thr Glu Ser 
785 790 795 800 

Thr Ala Leu 



<210> 11 
<211> 2224 
<212> DNA 

<213> Homo sapiens 

<220> 
<221>_CDS 

<222> (215).. (1576) 
<400> 11 

attctccggg ctgcggaggg taaagagcgg gctcgggccg aggctggagg gctgggtggg 60 



gccagagcgg cgcttcgggg gcccgcggag gacgagggag ggagagaatc tgaggagctg 120 
ggttgccatt aggggactcc tgaggtccta tctccaggct gcggtgactg cactttccct 180 



WO 01/09345 PCT/JP00/05060 

58/268 

ggagtggaag ctgctggaag gcggaccggc cgcc atg tee acg ttc agg cag gag 235 

Met Ser Thr Phe Arg Gin Glu 
1 5 

gac gtg gag gac cat tat gag atg ggg gag gag ctg ggc age ggc cag 283 
Asp. Val Glu Asp His Tyr Glu Met Gly Glu Glu Leu Gly Sef Gly Gin 
10 15 20 

ttt gcg ate gtg egg aag tgc egg cag aag ggc acg ggc aag gag tac 331 
Phe Ala He Val Arg Lys Cys Arg Gin Lys Gly Thr Gly Lys Glu Tyr 
25 30 35 

gca gec aag ttc ate aag aag cgc cgc ctg tea tec age egg cgt ggg 379 
Ala Ala Lys Phe He Lys Lys Arg Arg Leu Ser Ser Ser Arg Arg Gly 
- 40 45 50 55 

gtg agc_cgg gag gag atc gag egg gag gtg aac ate ctg egg gag ate _ 427 _ 
Val Ser Arg Glu Glu He Glu Arg Glu Val Asn He Leu Arg Glu He 
60 65 70 



egg cac ccc aac ate ate acc ctg cac gac ate ttc gag aac aag acg 475 
Arg His Pro Asn He He Thr Leu His Asp He Phe Glu Asn Lys Thr 
75 80 85 



gac gtg gtc etc ate ctg gag ctg gtc tct ggc ggg gag etc ttt gac 
Asp-Val-Val-Leu-H e-fceu-G lu-Leu- 



523 
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90 



95 



100 



ttc ctg gcg gag aag gag teg ctg acg gag gac gag gec acc cag ttc 571 
Phe Leu Ala Glu Lys Glu Ser Leu Thr Glu Asp Glu Ala Thr Gin Phe 
105 110 115 



etc aag cag ate ctg gac ggc gtt cac tac ctg cac tct aag cgc ate 
Leu Lys Gin lie Leu Asp Gly Val His Tyr Leu His Ser Lys Arg He 
120 125 130 135 



619 



gca cac ttt gac ctg aag ccg gaa aac ate atg ctg ctg gac aag aac 
Ala His Phe Asp Leu Lys Pro Glu Asn lie Met Leu Leu Asp Lys Asn 
140 145 150 



667 



gtg ccc aac cca cga ate aag etc ate gac ttc ggc ate gcg cac aag 715 
Val Pro Asn Pro Arg He Lys Leu He Asp Phe Gly He Ala His Lys 
155 160 165 



ate gag gcg ggg aac gag ttc aag aac ate ttc ggc acc ccg gag ttt 763 
He Glu Ala Gly Asn Glu Phe Lys Asn He Phe Gly Thr Pro Glu Phe 
170 175 180 



gtg gee cca gag att gtg aac tat gag ccg ctg ggc ctg gag gcg gac 811 
Val Ala Pro Glu He Val Asn Tyr Glu Pro Leu Gly Leu Glu Ala Asp 
185 190 195 



WO 01/09345 



PCT/JP00/05060 



60/268 

atg tgg age ate ggt gtc ate ace tat ate etc ctg age ggt gca tec 859 
Met Trp Ser He Gly Val He Thr Tyr He Leu Leu Ser Gly Ala Ser 
200 205 210 215 

ccg ttc ctg ggc gag acc aag cag gag acg etc acc aac ate tea gee 907 
Pro Phe Leu Gly Glu Thr Lys Gin Glu Thr Leu Thr Asn lie Ser Ala 

220 225 230 



gtg aac tac gac ttc gac gag gag tac ttc age aac acc ggc gag ctg 
Val Asn Tyr Asp Phe. Asp Glu Glu Tyr Phe Ser Asn Thr Gly Glu Leu 
235 240 245 



955 



gec aag gac ttc att cgc egg ctg etc gtc aaa gat ccc aag egg aga 1003 
Ala Lys Asp Phe He Arg Arg Leu Leu Val Lys Asp Pro Lys Arg Arg 
250 255 260 

atg acc att gec cag age ctg gaa cat tec tgg att aag gcg ate egg 1051 
Met Thr He Ala Gin Ser Leu Glu His Ser Trp He Lys Ala lie Arg 
265 270 275 

egg egg aac gtg cgt ggt gag gac age ggc cgc aag ccc gag egg egg 1099 
Arg Arg Asn Val Arg Gly Glu Asp Ser Gly Arg Lys Pro Glu Arg Arg 
280 285 290 295 



cgc ctg aag acc acg cgt ctg aag gag tac acc ate aag teg cac tec 1147 
-Arg Leu-bys-Thr-Thr-Arg-Leu Lys-Glu"Tyr Thr-Ile - Lys-Ser-His-Ser~ 
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300 305 310 

age ctg ccg ccc aac aac age tac gee gac ttc gag cgc ttc tec aag 1195 
Ser Leu Pro Pro Asn Asn Ser Tyr Ala Asp Phe Glu Arg Phe Ser Lys 
315 320 325 

gtg ctg gag gag gcg gcg gee gec gag gag ggc ctg cgc gag ctg cag 1243 
Val Leu Glu Glu Ala Ala Ala Ala Glu Glu Gly Leu Arg Glu Leu Gin 
330 335 340 

cgc age egg egg etc tgc cac gag gac gtg gag gcg ctg gec gec ate 1291 
Arg Ser Arg Arg Leu Cys His Glu Asp Val Glu Ala Leu Ala Ala He 
345 350 355 

tac gag gag aag gag gec tgg tac cgc gag gag age gac age ctg ggc 1339 
Tyr Glu Glu Lys Glu Ala Trp Tyr Arg Glu Glu Ser Asp Ser Leu Gly, . . 

. 360 ._ . . ... ; _ ..... 365. 370 375 

cag gac ctg egg agg eta egg cag gag ctg etc aag acc gag gcg etc 1387 
Gin Asp Leu Arg Arg Leu Arg Gin Glu Leu Levi Lys Thr Glu Ala Leu 
380 385 390 

aag egg cag gcg cag gag gag gec aag ggc gcg ctg ctg ggg acc age 1435 
Lys Arg Gin Ala Gin Glu Glu Ala Lys Gly Ala Leu Leu Gly Thr Ser 
395. 400 405 
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aag cgc cgc ttc age cgc ctg gag aac cgc tac gag gcg ctg 1483 
Lys Arg Arg Phe Ser Arg Leu Glu Asn Arg Tyr Glu Ala Leu 
410 415 420 

caa gta gee tec gag atg cgc ttc gtg cag gac etc gtg cgc 1531 
Gin Val Ala Ser Glu Met Arg Phe Val Gin Asp Leu Val Arg 

'430 435 

gag cag gag aag ctg cag ggc gtg gag tgc ggg ctg cgc 1576 
Glu Gin Glu Lys Leu Gin Gly Val Glu Cys Gly Leu Arg 
1 445 450 

taggegcagt ggggtgggcc aggccccagg acagceggag ctcggcctgg ggtgggggcg 1636 

cttcctgtgg acgctgcgcc tcccatcgcc cgggtgcctg tccttgccca gcgccaccag 1696 

gctggaggcg gagtgggagg agetggagee aggecegtaa gttegcagge aggggtgggt 1756 



gtgggacggg gctgcttctc tacacagcct ccacgctggc cttcaccttc acccctgcat 1816 
cgtcggtgac cctgggaccc tccaggcagc gtggcctgtg geacegtgag ggttgggacc 1876 
caccgaggcg cagaggegge ccgaatgcag ccctggttca ggeceggagg agggtttgcg 1936 
ggtagttgca eggacaatte ggcggggtgc tgcctgttgc tgecattage ccaggaggag 1996 



ggc etc 
Gly Leu 



gee aag 
Ala Lys 

425 



gee ctg 
Ala Leu 
440 
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gtcgtgggac ggggagggtg ggatggacgg cggacaggca gtccccacgc tgctgggtgg 2056 
cgccgggctt ggtggggtct tccactgtgt gcccttctcg ccgaggccgg tcccccgggt 2116 
gtggggtgcc ctgctgcgga ctcctccgcg agccccatcg tcgcgcctgt ggacgcctag 2176 
gcaagagcgg ccctctgeag ccaagagaaa taaaatactg gcttccag 2224 

<210> 12 
<211> 454 
<212> PRT 

<213> Homo sapiens 
<400> 12 

Met Ser Thr Phe Arg Gin Glu Asp Val Glu Asp His Tyr Glu Met Gly 
1 5 10 15 . 

Glu Glu Leu Gly Ser Gly Gin Phe Ala He Val Arg Lys Cys Arg Gin 
20 25 30 

Lys Gly Thr Gly Lys Glu Tyr Ala Ala Lys Phe lie Lys Lys Arg Arg 
35 40 45 

Leu Ser Ser Ser Arg Arg Gly Val Ser Arg Glu Glu He Glu Arg Glu 

50 55 60 " 
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Val Asn He Leu Arg Glu He Arg His Pro Asn He He Thr Leu His 
65 70 75 80 

Asp He Phe Glu Asn Lys Thr Asp Val Val Leu He Leu Glu Leu Val 
85 90 95 

Ser Gly Gly Glu Leu Phe Asp Phe Leu Ala Glu Lys Glu Ser Leu Thr 
100 105 110 

Glu Asp Glu Ala Thr Gin Phe Leu Lys Gin He Leu Asp Gly Val His 
115 120 125 

Tyr Leu His Ser Lys Arg He Ala His Phe Asp Leu Lys Pro Glu Asn 
130 135 140 

He Met Leu Leu Asp Lys Asn Val Pro Asn Pro Arg He Lys Leu lie 
145 150 - 155 160 

Asp Phe Gly lie Ala His Lys lie Glu Ala Gly Asn Glu Phe Lys Asn 
165 170 175 

He Phe Gly Thr Pro Glu Phe Val Ala Pro Glu He Val Asn Tyr Glu 
180 185 190 



_Pro Leu_Gly_Leu-Glu-Ala Asp-Met-Trp-Ser-He-Gly-Val--He-Thr-Tyr 
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195 200 205 

He Leu Leu Ser Giy Ala Ser Pro Phe Leu Gly Glu Thr Lys Gin Glu 
210 . 215 220 

Thr Leu Thr Asn He Ser Ala Val Asn Tyr Asp Phe Asp Glu Glu Tyr 

225 230 235 240 

Phe Ser Asn Thr Gly Glu Leu Ala Lys Asp Phe He Arg Arg Leu Leu 
245 250 255 

Val Lys Asp Pro Lys Arg Arg Met Thr He Ala Gin Ser Leu Glu His 
260 265 270 

Ser Trp He Lys Ala lie Arg Arg Arg Ash Val Arg Gly Glu Asp Ser 
275 280 285 

Gly Arg Lys Pro Glu Arg Arg Arg Leu Lys Thr Thr Arg Leu Lys Glu 
290 295 300 

Tyr Thr He Lys Ser His Ser Ser Leu Pro Pro Asn Asn Ser Tyr Ala 
305 310 315 320 



Asp Phe Glu Arg Phe Ser Lys Val Leu Glu Glu Ala Ala Ala Ala Glu 
325 330 335 
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Glu Gly Leu Arg Glu Leu Gin Arg Ser Arg Arg Leu Cys His Glu Asp 
340 345 350 

Val Glu Ala Leu Ala Ala lie Tyr Glu Glu Lys Glu Ala Trp Tyr Arg 
355 360 365 

Glu Glu Ser Asp Scr Leu Gly Gin Asp Leu Arg Arg Leu Arg Gin Glu 
370 375 380 

Leu Leu Lys Thr Glu Ala Leu Lys Arg Gin Ala Gin Glu Glu Ala Lys 
385 390 395 400 

Gly Ala Leu Leu Gly Thr Ser Gly Leu Lys Arg Arg Phe Ser Arg Leu 
405 410 415 

Glu Asn Arg Tyr Glu Ala Leu Ala Lys Gin Val Ala Ser Glu Met Arg 
420 425 430 



Phe Val Gin Asp Leu Val Arg Ala Leu Glu Gin Glu Lys Leu Gin Gly 
435 440 445 

Val Glu Cys Gly Leu Arg 
450 



<210*.13 
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<211> 2778 

<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 

<222> (773).. (2179) 
<400> 13 

acaagtggac cggggtgttg ggtgctagtc ggcaccagag gcaagggtgc gaggaccacg 60 
gccggctcgg acgtgtgacc gcgcctaggg ggtggcagcg ggcagtgcgg ggcggcaagg 120 
cgaccatgga gcttttgcgg actatcacct accagccagc cgccagcacc aaaatgtgcg 180 
agcaggcgct gggcaagggt tgcggagcgg actcgaagaa gaagcggccg ccgcagcccc 240 
ccgaggaatc gcagccacct- cagteccagg cgcaagtgcc cccggcggcc cctcaccacc 300 
atcaccacca ttcgcactcg gggccggaga tctcgcggat tatcgtcgac cccacgactg 360 
ggaagcgcta ctaccggggc aaagtgctgg gaaagggtgg ctttgcaaaa tgttacgaga 420 
tgacagattt gacaaataac aaagtctacg ccgcaaaaat tattcctcac agcagagtag 480 
-ctaaaectca-tcaaagggaa-aagat-tgaca aagaaataga-gcttcacaga^attcttcatc 540^ 
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ataagcatgt agtgcagttt taccactact tcgaggacaa agaaaacatt tacattctct 600 

tggaatactg cagtagaagg tcaatggctc atattttgaa agcaagaaag gtgttgacag 660 

agccagaagt tcgatactac ctcaggcaga ttgtgtctgg actgaatacc ttcatgaaca 720 

agaaatcttg cacagagatc tcaaactagg gaactttttt attaatgaag cc atg gaa 778 

Met Glu 
1 

eta aaa gtt ggg gac ttc ggt ctg gca gec agg eta gaa ccc ttg gaa 826 
Leu Lys Val Gly Asp Phe Gly Leu Ala Ala Arg Leu Glu Pro Leu Glu 
5 10 15 

cac aga agg aga acg ata tgt ggt acc cca aat tat etc tct cct gaa 874 
His Arg Arg Arg Thr He Cys Gly Thr Pro Asn Tyr Leu Ser Pro Glu 
20 25 30 

gte etc aac aaa caa gga cat ggc tgt gaa tea gac att tgg gee ctg 922 
Val Leu Asn Lys Gin Gly His Gly Cys Glu Ser Asp He Trp Ala Leu 
35 40 45 ' 50 

ggc tgt gta atg tat aca atg tta eta ggg agg ccc cca ttt gaa act 970 
Gly Cys Val Met Tyr Thr Met Leu Leu Gly Arg Pro Pro Phe Glu Thr 
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aca aat etc aaa gaa act tat agg tgc ata agg gaa gca agg tat aca 1018 
Thr Asn Leu Lys Glu Thr Tyr Arg Cys He Arg Glu Ala Arg Tyr Thr 
70 75 80 

atg ccg tec tea ttg ctg get cct gec aag cac tta att get agt atg 1066 
Met Pro Ser Ser Leu Lea Ala Pro Ala Lys His Leu lie Ala Ser Met 
85 90 95 

ttg tec aaa aac cca gag gat cgt ccc agt ttg gat gac ate att cga 1114 
Leu Ser Lys Asn Pro Glu Asp Arg Pro Ser Leu Asp Asp lie He Arg 
100 105 110 

cat gac ttt ttt ttg cag ggc ttc act ccg gac aga ctg tct tct age 1162 
His Asp Phe Phe Leu Gin Gly Phe Thr Pro Asp Arg Leu Ser Ser Ser 
115 120 125 130 

tgt tgt cat aca gtt cca gat ttc cac tta tea age cca get aag aat 1210 
Cys Cys His Thr Val Pro Asp Phe His Leu Ser Ser Pro Ala Lys Asn 
135 140 145 

ttc ttt aag aaa gca get get get ctt ttt ggt ggc aaa aaa gac aaa 1258 
Phe Phe Lys Lys Ala Ala Ala Ala Leu Phe Gly Gly Lys Lys Asp Lys 
150 155 160 

gca _aga. tat. att_gac_aca_cat-aat-aga- gtg-tct-aaa-gaa-gat-gaa-gac — 1306" 
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Ala Arg Tyr lie Asp Thr His Asn Arg Val Ser Lys Glu Asp Glu Asp 
165 170 175 

ate tac aag ctt agg cat gat ttg aaa aag act tea ata act cag caa 1354 
He Tyr Lys Leu Arg His Asp Leu Lys Lys Thr Ser He Thr Gin Gin 
180 185 190 

ccc age aaa cac agg aca gat gag gag etc cag cca cct acc acc aca 1402 
Pro Ser Lys His Arg Thr Asp Glu Glu Leu Gin Pro Pro Thr Thr Thr 
195 200 205 210 

gtt gec agg tct gga aca ccc gca gta gaa aac aag cag cag att ggg 1450 
Val Ala Arg Ser Gly Thr Pro Ala Val Glu Asn Lys Gin Gin lie Gly 
215 220 225 

gat get att egg atg ata gtc aga ggg act ctt ggc age tgt age age 1498 
Asp Ala He Arg Met He Val Arg Gly Thr Leu Gly Ser Cys Ser Ser 
230 235 240 

age agt gaa tgc ctt gaa gac agt acc atg gga agt gtt gca gac aca 1546 
Ser Ser Glu Cys Leu Glu Asp Ser Thr Met Gly Ser Val Ala Asp Thr 
245 250 255 

gtg gca agg gtt ctt egg gga tgt ctg gaa aac atg ccg gaa get gat 1594 
Val Ala Arg Val Leu Arg Gly Cys Leu Glu Asn Met Pro Glu Ala Asp 

„260_. 265 270 
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tgc att ccc aaa gag cag ctg age aca tea ttt cag tgg gtc acc aaa 1642 
Cys He Pro Lys Glu Gin Leu Ser Thr Ser Phe Gin Trp Val Thr Lys 
275 280 285 290 



tgg gtt gat tac tct aac aaa tat ggc ttt ggg tac cag etc tea gac 
Trp Val Asp Tyr Ser Asn Lys Tyr Gly Phe Gly Tyr Gin Leu Ser Asp 
295 300 305 



1690 



cac acc gtc ggt gtc ctt ttc aac aat ggt get cac atg age etc ctt 1738 
His Thr Val Gly Val Leu Phe Asn Asn Gly Ala His Met Ser Leu Leu 
310 315 320 

cca gac aaa aaa aca gtt cac tat tac gca gag ctt ggc caa tgc tea 1786 
Pro Asp Lys Lys Thr Val His Tyr Tyr Ala Glu Leu Gly Gin Cys Ser 
325 330 335 



gtt ttc cca. gca aca gat get ect gag caa ttt att agt caa gtg acg 
Val Phe Pro Ala Thr Asp Ala Pro Glu Gin Phe lie Ser Gin Val Thr 
340 345 350 



1834 



gtg ctg aaa tac ttt tct cat tac atg gag gag aac etc atg gat ggt 1882 
Val Leu Lys Tyr Phe Ser His Tyr Met Glu Glu Asn Leu Met Asp Gly 
355 360 365 370 



gga-gat-ctg-cct-agt-gtt-act-gat-att cga-aga- ect-egg ctc-tac- etc — 1930 
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Gly Asp Leu Pro Ser Val Thr Asp lie Arg Arg Pro Arg Leu Tyr Leu 
375 380 385 

ctt cag tgg eta aaa tct gat aag gec eta atg atg etc ttt aat gat 1978 
Leu Gin Trp Leu Lys Ser Asp Lys Ala Leu Met Met Leu Phe Asn Asp 
390 395 400 

ggc acc ttt cag gtg aat ttc tac cat gat cat aca aaa ate ate ate 2026 
Gly Thr Phe Gin Val Asn Phe Tyr His Asp His Thr Lys He He He 
405 410 415 

tgt age caa aat gaa gaa tac ctt etc acc tac ate aat gag gat agg 2074 
Cys Ser Gin Asn Glu Glu Tyr Leu Leu Thr Tyr He Asn Glu Asp Arg 
420 425 430 

ata tct aca act ttc agg ctg aca act ctg ctg atg tct ggc tgt tea 2122 
Me Ser Thr Thr Phe Arg Leu Thr Thr Leu Leu Met Ser Gly Cys Ser 
435 440 445 450 

tea gaa tta aaa aat cga atg gaa tat gee ctg aac atg etc tta caa 2170 
Ser Glu Leu Lys Asn Arg Met Glu Tyr Ala Leu Asn Met Leu Leu Gin 
455 460 465 



aga tgt aac tgaaagactt ttcgaatgga ccctatggga ctcctctttt 
Arg Cys Asn 



2219 
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ccactgtgag atctacaggg aagccaaaag aatgatctag agtatgttga agaagatgga 2279 
catgtggtgg tacgaaaaca attcccctgt ggcctgctgg actggttgga accagaacag 2339 
gctaaggcat acagttcttg actttggaca atccaagagt gaaccagaat gcagttttcc 2399 
ttgagatacc tgttttaaaa ggtttttcag acaattttgc agaaaggtgc attgattctt 2459 
aaattctctc tgttgagagc atttcagcca gaggactttg gaactgtgaa tatacttcct 2519 
gaaggggagg gagaagggag gaagctccca tgttgtttaa aggctgtaat tggagcagct 2579 
tttggctgcg taactgtgaa ctatggccat atataatttt ttttcattaa tttttgaaga 2639 
tacttgtggc tggaaaagtg cattccttgt taataaactt tttatttatt acagcccaaa 2699 
gagcagtatt tattatcaaa atgtcttttt ttttatgttg accattttaa accgttggca 2759 
ataaagagta tgaaaacgc 2778 

<210> 14 
<211> 469 
<212> PET 
<213> Homo sapiens 
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<400> 14 

Met Glu Leu Lys Val Gly Asp Phe Gly Leu Ala Ala Arg Leu Glu Pro 
1 5 10 15 

Leu Glu His Arg Arg Arg Thr He Cys Gly Thr Pro Asn Tyr Leu Ser 
20 25 30 

Pro Glu Val Leu Asn Lys Gin Gly His Gly Cys Glu Ser Asp lie Trp 
35 40 45 

Ala Leu Gly Cys Val Met Tyr Thr Met Leu Leu Gly Arg Pro Pro Phe 
50 55 60 

Glu Thr Thr Asn Leu Lys Glu Thr Tyr Arg Cys lie Arg Glu Ala Arg 
65 70 75 80 

Tyr Thr Met Pro Ser Ser Leu Leu Ala Pro Ala Lys His Leu He Ala 
85 90 95 

Ser Met Leu Ser Lys Asn Pro Glu Asp Arg Pro Ser Leu Asp Asp Me 
100 105 110 

He Arg His Asp Phe Phe Leu Gin Gly Phe Thr Pro Asp Arg Leu Ser 
115 120 125 



Ser-Ser_Cys-Cys-His Thr-Val-Pro-Asp Phe-His-Leu-Ser -Ser-Pro Ala 



WO 01/09345 



PCT/JP00/05060 



75/268 

130 135 140 

Lys Asn Phe Phe Lys Lys Ala Ala Ala Ala Leu Phe Gly Cly Lys Lys 
145 150 155 160 

Asp Lys Ala Arg Tyr He Asp Thr His Asn Arg Val Ser Lys Glu Asp 

165 170 175 

Glu Asp He Tyr Lys Leu Arg His Asp Leu Lys Lys Thr Ser He Thr 
180 185 190 

Gin Gin Pro Ser Lys His Arg Thr Asp Glu Glu Leu Gin Pro Pro Thr 
195 200 205 

Thr Thr Val Ala Arg Ser Gly Thr Pro Ala Val Glu Asn Lys Gin Gin 
. 210 215 220 



lie Gly Asp Ala lie Arg Met He Val Arg Gly Thr Leu Gly Ser Cys 
225 230 235 240 

Ser Ser Ser Ser Glu Cys Leu Glu Asp Ser Thr Met Gly Ser Val Ala 
245 250 255 

Asp Thr Val Ala Arg Val Leu Arg Gly Cys Leu Glu Asn Met Pro Glu 
260 265 270 
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Ala Asp Cys He Pro Lys Glu Gin Leu Ser Thr Ser Phe Gin Trp Val 
275 280 285 

Thr Lys Trp Val Asp Tyr Ser Asn Lys Tyr Gly Phe Gly Tyr Gin Leu 
290 295 300 

Ser Asp His Thr Val Gly Val Leu Phe Asn Asn Gly Ala His Met Ser 
305 310 315 " 320 

Leu Leu Pro Asp Lys Lys Thr Val His Tyr Tyr Ala Glu Leu Gly Gin 
325 330 335 

Cys Ser Val Phe Pro Ala Thr Asp Ala Pro Glu Gin Phe He Ser Gin 
340 345 350 

Val Thr Val Leu Lys Tyr Phe Ser His Tyr Met Glu Glu Asn Leu Met 
355 360 365 

Asp Gly Gly Asp Leu Pro Ser Val Thr Asp He Arg Arg Pro Arg Leu 
370 375 380 

Tyr Leu Leu Gin Trp Leu Lys Ser Asp Lys Ala Leu Met Met Leu Phe 
385 390 395 400 

Asn Asp Gly Thr Phe Gin Val Asn Phe Tyr His Asp His Thr Lys He 
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He He Cys Ser Gin Asn Glu Glu Tyr Leu Leu Thr Tyr He Asn Glu 
420 425 430 

Asp Arg He Ser Thr Thr Phe Arg Leu Thr Thr Leu Leu Met Ser Gly 
435 440 445 

Cys Ser Ser Glu Leu Lys Asn Arg Met Glu Tyr Ala Leu Asn Met Leu 
450 455 460 

Leu Gin Arg Cys Asn 
465 



<210> 15 

<211> 2574 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (23).. (2290) 

<400> 15 

attcttgcat agcagtgtga aa atg gtg cat gga aat ate act cct gaa aat 52 
Met-Val-His Gly-Asn-I-le -Thr-Pro-Glu-Asn 
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10 



ata att ttg aat aag agt gga gcc tgg aaa ata atg ggt ttt gat ttt 100 
He lie Leu Asn Lys Ser Gly Ala Trp Lys lie Met Gly Phe Asp Phe 
15 20 25 

tgt gta tea tea acc aat cct tct gaa caa gag cct aaa ttt cct tgt 148 
Cys Val Ser Ser Thr Asn Pro Ser Glu Gin Glu Pro Lys Phe Pro Cys 
30 35 40 

aaa gaa tgg gac cca aat tta cct tea ttg tgt ctt cca aat cct gaa 196 
Lys Glu Trp Asp Pro Asn Leu Pro Ser Leu Cys Leu Pro Asn Pro Glu 
45 50 55 

tat ttg get cct gaa tac ata ctt tct gtg age tgt gaa aca gcc agt 244 
Tyr Leu Ala Pro Glu Tyr He Leu Ser Val Ser Cys Glu Thr Ala Ser 

60 65 70 

gat atg tat tct tta gga act gtt atg tat get gta ttt aat aaa ggg 292 
Asp Met Tyr Ser Leu Gly Thr Val Met Tyr Ala Val Phe Asn Lys Gly 
75 80 85 90 



aaa cct ata ttt gaa gtc aac aag caa gat att tac aag agt ttc agt 340 
Lys Pro He Phe Glu Val Asn Lys Gin Asp He Tyr Lys Ser Phe Ser 
95 100 105 
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agg cag ttg gat cag ttg agt cgt tta gga tct agt tea ctt aca aat 388 
Arg Gin Leu Asp Gin Leu Ser Arg Leu Gly Ser Ser Ser Leu Thr Asn 
110 115 120 

ata cct gag gaa gtt cgt gaa cat gta aag eta ctg tta aat gta act 436 
lie Pro Glu Glu Val Arg Glu His Val Lys Leu Leu Leu Asn Val Thr 

125 130 135 

ccg act gta aga cca gac gca gat caa atg aca aag att ccc ttc ttt 484 
Pro Thr Val Arg Pro Asp Ala Asp Gin Met Thr Lys He Pro Phe Phe 
140 145 150 

gat gat gtt ggt gca gta aca ctg caa tat ttt gat acc tta ttc caa 532 
Asp Asp Val Gly Ala Val Thr Leu Gin Tyr Phe Asp Thr Leu Phe Gin 
155 160 165 170 

aga gat aat ctt cag aaa tea cag ttt . ttc aaa gga ctg cta aag gtt 580 
Arg Asp Asn Leu Gin Lys Ser Gin Phe Phe Lys Gly Leu Leu Lys Val ~ 
175 180 .185 

eta cca aaa ctg ccc aag cgt gtc att gtg cag aga att ttg cct tgt 628 
Leu Pro Lys Leu Pro Lys Arg Val lie Val Gin Arg lie Leu Pro Cys 
190 195 200 



ttg act tea gaa ttt gta aac cct gac atg gta cct ttt gtt ttg ccc 676 
-Leu-Thr-Ser^Glu-Phe-Val-Asn-Pro-Asp-Met-Val-Pro-Phe-Val-Leu^Pro 
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205 210 215 

aat gtt eta ctt att get gag gaa tgc ace aaa gaa gaa tat gtc aaa 724 
Asn Val Leu Leu lie Ala Glu Glu Cys Thr Lys Glu Glu Tyr Val Lys 
220 225 230 

tta att ctt cct gaa ctt ggc cct gtg ttt aag cag cag gag cca ate 772 
Leu Me Leu Pro Glu Leu Gly Pro Val Phe Lys Gin Gin Glu Pro He 
235 240 245 250 

cag att ttg tta att ttc eta caa aaa atg gat ttg eta eta acc aaa 820 
Gin He Leu Leu He Phe Leu Gin Lys Met Asp Leu Leu Leu Thr Lys 
255 260 265 

acc cct cct gat gag ata aag aac agt gtt eta ccc atg gtt tac aga 868 
Thr Pro Pro Asp Glu He Lys Asn Ser Val Leu Pro Met Val Tyr Arg 
. 270 275 280 

gca eta gaa get cct tec att cag ate cag gag ctg tgt eta aac ate 916 
Ala Leu Glu Ala Pro Ser lie Gin He Gin Glu Leu Cys Leu Asn He 
285 290 295 

att cca acc ttt gca aat ctt ata gac tac cca tec atg aaa aac get 964 
He Pro Thr Phe Ala Asn Leu He Asp Tyr Pro Ser Met Lys Asn Ala 
300 305 310 
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ttg ata cca aga att aaa aat get tgt eta caa aca tct tec ctt gcg 1012 
Leu He Pro Arg He Lys Asn Ala Cys Leu Gin Thr Ser Ser Leu Ala 
315 320 325 330 

gtt cgt gta aat tea tta gtg tgc tta gga aag att ttg gaa tac ttg 1060 
Val Arg Val Asn Ser Leu Val Cys Leu Gly Lys He Leu Glu Tyr Leu 
335 340 345 

gat aag tgg ttt gta ctt gat gat ate eta ccc ttc tta caa caa att 1108 
Asp Lys Trp Phe Val Leu Asp Asp He Leu Pro Phe Leu Gin Gin He 
350 355 360 

cca tec aag gaa cct gcg gtc etc atg gga att tta ggt att tac aaa 1156 
Pro Ser Lys Glu Pro Ala Val Leu Met Gly lie Leu Gly He Tyr Lys 
365 370 375 

.tgt_act ttt act cat_aag.aag ttg gga .ate ace aaa_gag c_ag ctg gee , 1204 
Cys Thr Phe Thr His Lys Lys Leu Gly He Thr Lys Glu Gin Leu Ala 
380 385 390 

gga aaa gtg ttg cct cat ctt att ccc ctg agt att gaa aac aat ctt 1252 
Gly Lys Val Leu Pro His Leu He Pro Leu Ser He Glu Asn Asn Leu 
395 400 405 -410 



aat ctt aat cag ttc aat tct ttc att tec gtc ata aaa gaa atg ctt 1300 
Tsn~Leu^n _ Gln Ph"e"Asn"SeT~Phe "rirSerVar n 
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415 420 425 

aat aga ttg gag tct gaa cat aag act aaa ctg gag caa ctt cat ata 1348 
Asn Arg Leu Glu Ser Glu His Lys Thr Lys Leu Glu Gin Leu His He 
430 435 440 

atg caa gaa cag cag aaa tct ttg gat ata gga aat caa atg aat gtt 1396 
Met Gin Glu Gin Gin Lys Ser Leu Asp He Gly Asn Gin Met Asn Val 
445 450 455 

tct gag gag atg aaa gtt aca aat att ggg aat cag caa att gac aaa 1444 
Ser Glu Glu Met Lys Val Thr Asn lie Gly Asn Gin Gin He Asp Lys 
460 465 470 

gtt ttt aac aac att gga gca gac ctt ctg act ggc agt gag tec gaa 1492 
Val Phe Asn Asn lie Gly Ala Asp Leu Leu Thr Gly Ser Glu Ser Glu 
475 480_ 485. 490 

aat aaa gag gac ggg tta cag aat aaa cat aaa aga gca tea ctt aca 1540 
Asn Lys Glu Asp Gly Leu Gin Asn Lys His Lys Arg Ala Ser Leu Thr 
495 500 505 



ctt gaa gaa aaa caa aaa tta gca aaa gaa caa gag cag gca cag aag 
Leu Glu Glu Lys Gin Lys Leu Ala Lys Glu Gin Glu Gin Ala Gin Lys 
510 515 520 



1588 
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ctg aaa age cag cag cct ctt aaa ccc caa gtg cac aca cct gtt get 1636 
Leu Lys Ser Gin Gin Pro Leu Lys Pro Gin Val His Thr Pro Val Ala 

525 530 '535 

act gtt aaa cag act aag gac ttg aca gac aca ctg atg gat aat atg 1684 
Thr Val Lys Gin Thr Lys Asp Leu Thr Asp Thr Leu Met Asp Asn Met 

540 '545 550 

tea tec ttg ace age ctt tct gtt agt ace cct aaa tct tct get tea 1732 
Ser Ser Leu Thr Ser Leu Ser Val Ser Thr Pro Lys Ser Ser Ala Ser 
555 560 565 570 

agt act ttc act tct gtt cct tec atg ggc att ggt atg atg ttt tct 1780 
Ser Thr Phe Thr Ser Val Pro Ser Met Gly He Gly Met Met Phe Ser 
575 580 585 

aca cca act gat aat aca aag aga aat ttg aca aat ggc eta aat gee 1828 
Thr Pro Thr Asp Asn Thr Lys Arg Asn Leu Thr Asn Gly Leu Asn Ala 
590 • 595 600 

aat atg ggc ttt cag act tea gga ttc aac atg ccc gtt aat aca aac 1876 
Asn Met Gly Phe Gin Thr Ser Gly Phe Asn Met Pro Val Asn Thr Asn 
605 610 615 

cag aac ttc tac agt agt cca age aca gtt gga gtg ace aag atg act 1924 
-Gln-Asn-Phe-Tyr-Ser-Ser-Pro Ser-Thr-Val-Gly -Val-Thr-Lys-Met-Thr 
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620 625 630 

ctg gga aca cct ccc act ttg cca aac ttc aat get ttg agt gtt cct 1972 

Leu Gly Thr Pro Pro Thr Leu Pro Asn Phe Asn Ala Leu Ser Val Pro 

635 640 645 650 

cct get ggt gca aag cag ace caa caa aga ccc aca gat atg tct gee 2020 

Pro Ala Gly Ala Lys Gin Thr Gin Gin Arg Pro Thr Asp Met Ser Ala 
655 660 665 

ctt aat aat etc ttt ggc cct cag aaa ccc aaa gtt age atg aac cag 2068 

Leu Asn Asn Leu Phe Gly Pro Gin Lys Pro Lys Val Ser Met Asn Gin 
670 675 680 

tta tea caa cag aaa cca aat cag tgg ctt aat cag ttt gta cct cct 2116 

Leu Ser Gin Gin Lys Pro Asn Gin Trp Leu Asn Gin Phe Val Pro Pro 
685 690 695 



caa ggt tct cca act atg ggc agt tea gta atg ggg aca cag atg aac 2164 
Gin Gly Ser Pro Thr Met Gly Ser Ser Val Met Gly Thr Gin Met Asn 
700 705 710 



gtg ata gga caa tct get ttt ggt atg cag ggt aat cct ttc ttt aac 
Val He Gly Gin Ser Ala Phe Gly Met Gin Gly Asn Pro Phe Phe Asn 
715 720 725 730 



2212 
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cca cag aac ttt gca cag cca cca act act atg acc aat age agt tea, 2260 
Pro Gin Asn Phe Ala Gin Pro Pro Thr Thr Met Thr Asn Ser Ser Ser 
735 740 745 

get age aat gat tta aaa gat ctt ttt ggg tgaggtgtct tacttctatt 2310 
Ala Ser Asn Asp Leu Lys Asp Leu Phe Gly 

nr a ?7CC 

YOU fDO 

ttgaaggatt atttcagttt caatcatggg tgagctgatt tacatcttta tatagttggc 2370 
ttggaggaag tactcctatg ggaaagtgaa cagttctgtg acaggaaaca tctctgtcca 2430 
tgecagcata gtagttgtat ggacttctaa ccagttgagt tttttaaagc attgaggatt 2490 
ttttcctctt accaactcct cttcaggttt ttaaagcccc agegectata ttaaggcaca 2550 
tttgaataaa ttctattacc agtt 2574 



<210> 16 
<211> 756 
<212> PRT 
<213> Homo sapiens 



<400> 16 

-Met- Va-1 -His-Gly -Asn-He-Thr- Pro-Glu Asn-I le-I le-LeuAsn-Lys-Ser 
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10 



15 



Gly Ala Trp Lys He Met Gly Phe Asp Phe Cys Val Ser Ser Thr Asn 
20 25 30 



Pro Ser Glu Gin Glu Pro Lys Phe Pro Cys Lys Glu Trp Asp Pro Asn 

35 40 45 

Leu Pro Ser Leu Cys Leu Pro Asn Pro Glu Tyr Leu Ala Pro Glu Tyr 
50 55 60 

He Leu Ser Val Ser Cys Glu Thr Ala Ser Asp Met Tyr Ser Leu Gly 
65 70 75 80 

Thr Val Met Tyr Ala Val Phe Asn Lys Gly Lys Pro He Phe Glu Val 
85 90 95 



Asn Lys Gin Asp lie Tyr Lys Ser Phe Ser Arg Gin Leu Asp Gin Leu 
100 105 110 



Ser Arg Leu Gly Ser Ser Ser Leu Thr Asn He Pro Glu Glu Val Arg 

115 120 125 

Glu His Val Lys Leu Leu Leu Asn Val Thr Pro Thr Val Arg Pro Asp 
130 135 140 
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Ala Asp Gin Met Thr Lys He Pro Phe Phe Asp Asp Val Gly Ala Val 
145 150 155 160 

Thr Leu Gin Tyr Phe Asp Thr Leu Phe Gin Arg Asp Asn Leu Gin Lys 
165 . 170 175 

Ser Gin Phe Phe Lys Gly Leu Leu Lys Val Leu Pro Lys Leu Pro Lys 
180 185 190 

Arg Val He Val Gin Arg He Leu Pro Cys Leu Thr Ser Glu Phe Val 
195 200 205 

Asn Pro Asp Met Val Pro Phe Val Leu Pro Asn Val Leu Leu He Ala 
210 215 220 

Glu Glu Cys Thr Lys Glu Glu Tyr Val Lys Leu He Leu Pro Glu Leu 

225 230 __235_ _ _ 240 

Gly Pro Val Phe Lys Gin Gin Glu Pro He Gin He Leu Leu He Phe 

245 250 255 

Leu Gin Lys Met Asp Leu Leu Leu Thr Lys Thr Pro Pro Asp Glu He 
260 265 270 

Lys Asn Ser Val Leu Pro Met Val Tyr Arg Ala Leu Glu Ala Pro Ser 

275 ; — 280 " 285~ 
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He Gin He Gin Glu Leu Cys Leu Asn He He Pro Thr Phe Ala Asn 

. 290 295 300 

Leu He Asp Tyr Pro Ser Met Lys Asn Ala Leu He Pro Arg He Lys 
305 310 315 , 320 

Asn Ala Cys Leu Gin Thr Ser Ser Leu Ala Val Arg Val Asn Ser Leu 
.325 330 335 

Val Cys Leu Gly Lys lie Leu Glu Tyr Leu Asp Lys Trp Phe Val Leu 
340 345 350 

Asp Asp He Leu Pro Phe Leu Gin Gin He Pro Ser Lys Glu Pro Ala 
355 360 365 

Val Leu Met Gly He Leu -Gly lie Tyr Lys Cys Thr Phe Thr His Lys 
370 375 380 

Lys Leu Gly He Thr Lys Glu Gin Leu Ala Gly Lys Val Leu Pro His 
385 390 395 400 

Leu He Pro Leu Ser He Glu Asn Asn Leu Asn Leu Asn Gin Phe Asn 
405 410 415 



Ser-Phe -I-le-Ser -Val-He -Lys-Glu-Met-Leu-Asn- Arg-Leu-GluSer-Glu 
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420 425 430 

His Lys Thr Lys Leu Glu Gin Leu His He Met Gin Glu Gin Gin Lys 
435 440 445 

Ser Leu Asp lie Gly Asn Gin Met Asn Val Ser Glu Glu Met Lys Val 

450 455 460 

Thr Asn He Gly Asn Gin Gin lie Asp Lys Val Phe Asn Asn He Gly 
465 470 475 480 

Ala Asp Leu Leu Thr Gly Ser Glu Ser Glu Asn Lys Glu Asp Gly Leu 
485 490 495 

Gin Asn Lys His Lys Arg Ala Ser Leu Thr Leu Glu Glu Lys Gin Lys 
500 505 510 

Leu Ala Lys Glu Gin Glu Gin Ala Gin Lys Leu Lys Ser Gin Gin Pro 
515 520 525 

Leu Lys Pro Gin Val His Thr Pro Val Ala Thr Val Lys Gin Thr Lys 
530 535 540 



Asp Leu Thr Asp Thr Leu Met Asp Asn Met Ser Ser Leu Thr Ser Leu 
545 550 555 560 
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Ser Val Ser Thr Pro Lys Ser Ser Ala Ser Ser Thr Phe Thr Ser Val 
565 570 575 

Pro Ser Met Gly lie Gly Met Met Phe Ser Thr Pro Thr Asp Asn Thr 
580 585 590 

Lys Arg Asn Leu Thr Asn Gly Leu Asn Ala Asn Met Gly Phe Gin Thr 
595 600 605 

Ser Gly Phe Asn Met Pro Val Asn Thr Asn Gin Asn Phe Tyr Ser Ser 
610 615 620 

Pro Ser Thr Val Gly Val Thr Lys Met Thr Leu Gly Thr Pro Pro Thr 
625 630 635 640 

Leu Pro Asn Phe Asn Ala Leu Ser Val Pro Pro Ala Gly Ala Lys Gin 
645 650 655 

Thr Gin Gin Arg Pro Thr Asp Met Ser Ala Leu Asn Asn Leu Phe Gly 
660 665 670 

Pro Gin Lys Pro Lys Val Ser Met Asn Gin Leu Ser Gin Gin Lys Pro 
675 ' 680 685 

Asn Gin Trp Leu Asn Gin Phe Val Pro Pro Gin Gly Ser Pro Thr Met 
690 695 -700 
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Gly Ser Ser Val Met Gly Thr Gin Met Asn Val He Gly Gin Ser Ala 
705 710 715 720 

Phe Gly Met Gin Gly Asn Pro Phe Phe Asn Pro Gin Asn Phe Ala Gin 
725 730 735 

Pro Pro Thr Thr Met Thr Asn Ser Ser Ser Ala Ser Asn Asp Leu Lys 
740 ' 745 750 

Asp Leu Phe Gly 
755 



<210> 17 
<211> 1074 
<212> DNA 

<213> Homo sapiens 

<220> " - 

<221> CDS 

<222> (67).. (690) 

<400> 17 

gcagtaccag tttgtgcacc acgtcatgag cctctacgaa aagcagctgt cccaccagtc 60 



WO 01/09345 



PCT/JPOO/05060 



92/268 

cccaga atg act gcg ctt etc eta caa ggt tct ctg ggc act gec cag 108 
Met Thr Ala Leu Leu Leu Gin Gly Ser Leu Gly Thr Ala Gin 
1 5 10 

cct gag tct egg ccc tea ccc agg gec ctg cct egg gtc ctg ggc ctg 156 
Pro Glu Ser Arg Pro Ser Pro Arg Ala Leu Pro Arg Val Leu Gly Leu 

15 20 25 30 

etc ccc get tec tec cct tea gtc age tec etc tgt cct ctg tea gec 204 
Leu Pro Ala Ser Ser Pro Ser Val Ser Ser Leu Cys Pro Leu Ser Ala 
35 40 45 

tgg cct gac ccc tac cct cca gca ttg etc ttc eta ctg tac ata ttg 252 
Trp Pro Asp Pro Tyr Pro Pro Ala Leu Leu Phe Leu Leu Tyr He Leu 
50 55 60 

ggg agt ggg ggg cag ggt egg gaa ggg aca tgc cag gec agg cct ggg 300 
Gly Ser Gly Gly Gin Gly Arg Glu Gly Thr Cys Gin Ala Arg Pro Gly 
65 70 75 

gee ccg ggg cct gac cca cac cac gca gac ccc ggg etc cag ttt tta 348 
Ala Pro Gly Pro Asp Pro His His Ala Asp Pro Gly Leu Gin Phe Leu 
80 85 90 

acg atg gtt cca tea ata cct gat cca gaa tgt ttc cgt get aca ctt 396 
Thr Met-Val-Pro- Ser-He-P-ro -Asp-Pro Glu-Gys-Phe-Arg- Ala -Thr~Leu 
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95 100 105 110 

tgt gtc ctg ctg caa tgt gtt ctg tct gtc cat cca tct ctg ccc tct 444 

Cys Val Leu Leu Gin Cys Val Leu Ser Val His Pro Ser Leu Pro Ser 
115 120 125 

gta ccg gac act gtg tct cct cag cca gga agg ggt aat gag etc cag 492 
Val Pro Asp Thr Val Ser Pro Gin Pro Gly Arg Gly Asn Glu Leu Gin 
130 135 140 

ccc eta age aac egg act tgc ctg cct egg cct cac ccg cac ttc tec 540 

Pro Leu Ser Asn Arg Thr Cys Leu Pro Arg Pro His Pro His Phe Ser 
145 150 155 

caa aag gca gat gac ggg gag tta ggc atg ggg age tec aga agg tea 588 

Gin Lys Ala Asp Asp Gly Glu Leu Gly Met Gly Ser Ser Arg Arg Ser 

160 165 170 

cca gag age ttt cag ctg agg gag agt tct eta ggt tgg agt ggg cat 636 

Pro Glu Ser Phe Gin Leu Arg Glu Ser Ser Leu Gly Trp Ser Gly His 
175 180 185 190 

cac age cag ggt ggc etc tgg gtg tea gat get etc agg agg gtg ccc 684 

His Ser Gin Gly Gly Leu Trp Val Ser Asp Ala Leu Arg Arg Val Pro 
195 200 205 
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age ctg tgaggcactg gcaaggtagg gggcagatgg ggcatggaga acccagagga 740 
Ser Leu 

tctaggccct gttggggagg ggaggggagc tcaaggtttg ggtggggact cagcccagat 800 
etaegtgaga catttttctg tgtcactgtg ggaaagcett cccagaagtc teactgegtg 860 
ttgctctgcg tgtgttccca tgtccgtgcg tgtgttgaga gcccatcagg agggcatgea 920 
tgactctttg gcaacatgta ttatcttgga gccacgtgtt tttattgctg actttaaata 980 
tttatcccac ggcagacaga gacatttggt gtctttttat aattegcteg tggtcattga 1040 
atagagcaat aaaeggagea ttttgagcaa aact 1074 

<210> 18 .. 

<211> 208 
<212> PRT 
<213> Homo sapiens 

<400> 18 

Met Thr Ala Leu Leu Leu Gin Gly Ser Leu Gly Thr Ala Gin Pro Glu 
1 5 10 15 

_Ser-Arg-Pro-Ser- P-ro-AFg-Ala-Leu-Pro-Arg- Val- Leu- Gly -Leu-Leu-Pro 
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20 25 30 

Ala Ser Ser Pro Ser Val Ser Ser Leu Cys Pro Leu Ser Ala Trp Pro 
35 40 45 

Asp Pro Tyr Pro Pro Ala Leu Leu Phe Leu Leu Tyr He Leu Gly Ser 

50 55 . .60 

Gly Gly Gin Gly Arg Glu Gly Thr Cys Gin Ala Arg Pro Gly Ala Pro 
65 70 75 80 

Gly Pro Asp Pro His His Ala Asp Pro Gly Leu Gin Phe Leu Thr Met 
85 90 95 

Val Pro Ser lie Pro Asp Pro Glu Cys Phe Arg Ala Thr Leu Cys Val 
100 105 110 



Leu Leu Gin Cys Val Leu Ser Val His Pro Ser Leu Pro Ser Val Pro 
115 120 125 

Asp Thr Val Ser Pro Gin Pro Gly Arg Gly Asn Glu Leu Gin Pro Leu 
130 135 140 



Ser Asn Arg Thr Cys Leu Pro Arg Pro His Pro His Phe Ser Gin Lys 
145 150 155 160 



WO 01/09345 



PCT/JPOO/05060 



96/268 

Ala Asp Asp Gly Glu Leu Gly Met Gly Ser Ser Arg Arg Ser Pro Glu 
165 170 175 

Ser Phe Gin Leu Arg Glu Ser Ser Leu Gly Trp Ser Gly His His Ser 
180 185 190 

Gin Gly Gly Leu Trp Val Ser Asp Ala Leu Arg Arg Val Pro Ser Leu 
195 200 205 

<210> 19 
<211> 1959 
<212> DNA 

<213> Homo sapiens 
<220> 

<221> CDS 

<222> (1357).. (1929) 

<400> 19 

agaaaaaatg tgctgcgttc tgaaaaataa ctccttagct tggtctgatt gttttcagac 60 
cttaaaatat aaacttgttt cacaagcttt aatccatgtg gatttttttt tcttagagaa 120 
ccacaaaaca taaaaggagc aagtcggact gaatacctgt ttccatagtg cccacagggt 180 
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attcctcaca ttttctccat agaagatgct ttttcccaag gctagaacga cctccaccat 240 
gatgaatttg ctttttaggt cttaattatt tcacttcttt ttagaaactt aggaagaagt 300 
ggataatcct gaggtcacac aatctgtcct cccagaaatg aacaaaagtc atcacctttt 360 
ctgcttgcta caeaggcaac gattceccca tcagctgccc ggaccctttg gcctggcttg 420 
gtgtgcaggc ctgtctgttt gcttaaagtc agtgggttct ggtgcaggga gtgagaagtg 480 
ggggaagtga aagggaaagc atccgtgaga aagcggccac ggttttccct ccttgtgtgc 540 
ccatggggca ccagctcatg gtctttttca gtcatcccag tttgtacaga cttagcttct 600 
gaactctaag aatgccaaag ggaccgacga gactccccat cacagcgagc tctgtcctta 660 
catgtatttg atgtgcatca gcggaggaga acactggctt ggccctgctc cgctgagtgt 720 
ctgtgaaata cctctacttt ccctcccata tccagaacaa aatgatactt gacatccttc 780 
cacaaaagtc agcctaaaga agttatggta tcatatgtta aactaagctt tcaaaaacct 840 
tagtgaaata gcaagtgact gctttcaagc agcagtcgac atgtaaatga aggtgttctt 900 
agaattcgca ttttgccagc tcagcgcacc tccacaacga atgaaatgct ccgtatgatt 960 
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tgcacaaatg acatagacct ccccaaaagt taactggctc tccttcctca cacagttcat 1020 

cataacccaa ccccccaccc ccgggtcatg aaaatcacag aacttataaa cacattgaac 1080 

cctagatctc aggcttcctg acctaccgcc agtggcccct tgctggccac cctatagggt 1140 

cctccttccc tggcagcccc ccatgtggga gaaatacctg attctcccaa tctgcagtgg 1200 

gagagctttg ctgaattcca tcccaaagtc aaacatgggc aagaggtgag gatttcactt 1260 

ttaccctcaa gtccgatttg tctgtgattt taaactaact gtgtatgtat tgatgtttgg 1320 

aagattgttt gaattttaaa gtgataatag tactta atg tta tec agt att gtt 1374 

Met Leu Ser Ser lie Val 
1 5 

cat cga gac ctg aag ccg agt aac ate cac ttc ace gat 
His Arg Asp Leu Lys Pro Ser Asn He His Phe Thr Asp 
10 15 

ate aag gag gac ate ggg gtg ggc tec tac tea gtg tgc aag cga tgt 1470 
lie Lys Glu Asp He Gly Val Gly Ser Tyr Ser Val Cys Lys Arg Cys 
25 30 35 

gtg cat aaa gee aca gac acc gag tat gee gtg aag ate att gat aag 1518 
Val-His-Lys-Ala-Thr-Asp-Thr-G^ 



ggc tac gag 1422 
Gly Tyr Glu 
20 



WO 01/09345 



PCT/JPOO/05060 



99/268 

40 45 50 

age aag aga gac ccc teg gaa gag att gag ate etc ctg egg tac ggc 1566 
Ser Lys Arg Asp Pro Ser Glu Glu He Glu He Leu Leu Arg Tyr Gly 
55 60 65 70 



cag cac ccg aac ate ate ace etc aag gat gtc tat gat gat ggc aag 1614 
Gin His Pro Asn He He Thr Leu Lys Asp Val Tyr Asp Asp Gly Lys 
75 80 85 

ttt gtg tac ctg gta atg gag ctg atg cgt ggt ggg gag etc ctg gac 1662 
Phe Val Tyr Leu Val Met Glu Leu Met Arg Gly Gly Glu Leu Leu Asp 
90 95 100 

cgc ate etc egg cag aga tac ttc teg gag cgc gaa gec agt gac gee 1710 
Arg He Leu Arg Gin Arg Tyr Phe Ser Glu Arg Glu Ala Ser Asp Ala 
105 110 115 



ctg tgc acc ate ace aag ace atg gac tac etc cat tec cag ggg gtt 1758 
Leu Cys Thr He Thr Lys Thr Met Asp Tyr Leu His Ser Gin Gly Val 
120 125 130 

gtt cat cga gac ctg ttt aga gga ttc age ttt gtg gee tea age ctg 1806 
Val His Arg Asp Leu Phe Arg Gly Phe Ser Phe Val Ala Ser Ser Leu 
135 140 145 150 
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ate cag gag ccc tea cag caa gat ctg cac aaa gtc cca gtt cac cca 1854 

He Gin Glu Pro Ser Gin Gin Asp Leu His Lys Val Pro Val His Pro 
155 160 165 

ate ctg ctt tgt aat tea tgt ttg aga tgg gtg gee act gta cag ata 1902 
lie Leu Leu Cys Asn Ser Cys Leu Arg Trp Val Ala Thr Val Gin He 
170 175 180 

ttt att acg ctt tec aga ctt tct gaa tagatttttt tgaataaaca 1949 
Phe He Thr Leu Ser Arg Leu Ser Glu 
185 190 

tggttttatg 1959 



<210> 20 
<211> 191 
. <212> PRT 
<213> Homo sapiens 

<400> 20 

Met Leu Ser Ser He Val His Arg Asp Leu Lys Pro Ser Asn He His 
1 5 10 15 

Phe Thr Asp Gly Tyr Glu He Lys Glu Asp He Gly Val Gly Ser Tyr 

20 25 30 
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Ser Val Cys Lys Arg Cys Val His Lys Ala Thr Asp Thr Glu Tyr Ala 
35 40 45 

Val Lys lie He Asp Lys Ser Lys Arg Asp Pro Ser Glu Glu He Glu 
50 55 60 

lie Leu Leu Arg Tyr Gly Gin His Pro Asn He He Thr Leu Lys Asp 
65 70 75 80 

Val Tyr Asp Asp Gly Lys Phe Val Tyr Leu Val Met Glu Leu Met Arg 

85 90 ,' 95 

Gly Gly Glu Leu Leu Asp Arg lie Leu Arg Gin Arg Tyr Phe Ser Glu 
100 105 110 

Arg Glu Ala Ser Asp Ala Leu Cys Thr He Thr Lys Thr Met Asp Tyr 
. 115 120 125 

Leu His Ser Gin Gly Val Val His Arg Asp Leu Phe Arg Gly Phe Ser 
130 135 140 

Phe Val Ala Ser Ser Leu He Gin Glu Pro Ser Gin Gin Asp Leu His 
145 150 155 160 

_Lys_VaLPro-Val-His-Pro- lie -Leu-Leu-Cys-Asn- Ser-Cys -Leu-Arg-Trp 
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165 170 175 

Val Ala Thr Val Gin He Phe He Thr Leu Ser Arg Leu Ser Glu 
180 185 190 

<210> 21 . 
<211> 4262 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 

<222> (40).. (2415) 
<400> 21 

aaaagtgctc gggacaagga catagggctg agagtagcc atg ggc tct gga_gga 54 

Met Gly Ser Gly Gly 

1 5 

gac age etc ctg ggg ggc agg ggt tec ctg cct ctg ctg etc ctg etc 102 
Asp Ser Leu Leu Gly Gly Arg Gly Ser Leu Pro Leu Leu Leu Leu Leu 
10 15 20 

ate atg gga ggc atg get cag gac tec ccg ccc cag ate eta gtc cac 150 
.I.le_Me.t_Gly-Gly..Met-Ala_Gln-Asp-Ser-Pro Pro-Gln-Ile-Leu- Val-His 
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25 30 35 

ccc cag gac cag ctg ttc cag ggc cct ggc cct gcc agg atg age tgc 198 
Pro Gin Asp Gin Leu Phe Gin Gly Pro Gly Pro Ala Arg Met Ser Cys 
40 45 50 

caa gcc tea ggc eag cea cct ecc acc ate cgc tgg ttg etg aat ggg 246 
Gin Ala Ser Gly Gin Pro Pro Pro Thr He Arg Trp Leu Leu Asn Gly 
55 60 65 

cag ccc ctg age atg gtg ccc cea gac cea cac cac etc ctg cct gat 294 
Gin Pro Leu Ser Met Val Pro Pro Asp Pro His His Leu Leu Pro Asp 
70 75 80 . 85 

ggg acc ctt ctg ctg eta cag ccc cct gcc egg gga cat gcc cac gat 342 
Gly Thr Leu Leu Leu Leu Gin Pro Pro Ala Arg Gly His Ala His Asp 
90 95 100 _ 

ggc cag gcc ctg tec aca gac ctg ggt gtc tac aca tgt gag gcc age 390 
Gly Gin Ala Leu Ser Thr Asp Leu Gly Val Tyr Thr Cys Glu Ala Ser 
105 110 115 

aac egg ctt ggc acg gca gtc age aga ggc get egg ctg tct gtg get 438 
Asn Arg Leu Gly thr Ala Val Ser Arg Gly Ala Arg Leu Ser Val Ala 
. 120 125 130 
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gtc etc egg gag gat ttc cag ate cag cct cga gac atg gtg get gtg 486 
Val Leu Arg Glu Asp Phe Gin He Gin Pro Arg Asp Met Val Ala Val 
135 140 145 

gtg ggt gag cag ttt act ctg gaa tgt ggg ccg ccc tgg ggc cac.cca 534 
Val Gly Glu Gin Phe Thr Leu Glu Cys Gfly Pro Pro Trp Gly His Pro 
150 155 160 165 

gag ccc aca gtc tea tgg tgg aaa gat gag aaa ccc ctg gec etc cag 582 
Glu Pro Thr Val Ser Trp Trp Lys Asp Glu Lys Pro Leu Ala Leu Gin 
170 175 180 

ccc gga agg cac aca gtg tec ggg ggg tec ctg ctg atg gca aga gca 630 
Pro Gly Arg His Thr Val Ser Gly Gly Ser Leu Leu Met Ala Arg Ala 
185 190 195 

gag aag agt gac gaa ggg ace tap atg tgt gtg gec ace aac age gca 678 
Glu Lys Ser Asp Glu Gly Thr Tyr Met Cys Val Ala Thr Asn Ser Ala 
200 205 210 

gga cac agg gag age cgc gca gec egg gtt tec ate cag gag ccc cag 726 
Gly His Arg Glu Ser Arg Ala Ala Arg Val Ser He Gin Glu Pro Gin 
215 220 . 225 

gac tac acg gag cct gtg gag ctt ctg get gtg cga att cag ctg gaa 774 
Asp-Tyr-Thr Glu Pro-Val Glu-Leu Leu-Ala--Val-Arg-ITe-Gln-Leu Glu 
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230 235 240 245 

aat gtg aca ctg ctg aac ccg gat cct gca gag ggc ccc aag cct aga 822 
Asn Val Thr Leu Leu Asn Pro Asp Pro Ala Glu Gly Pro Lys Pro Arg 
250 255 260 

ccg gcg gtg tgg etc age tgg aag gtc agt ggc cct get gcg cct gee 870 
Pro Ala Val Trp Leu Ser Trp Lys Val Ser Gly Pro Ala Ala Pro Ala 
265 270 275 

caa tct tac acg gec ttg ttc agg acc cag act gec ccg gga ggc cag 918 
Gin Ser Tyr Thr Ala Leu Phe Arg Thr Gin Thr Ala Pro Gly Gly Gin 
280 285 290 

gga get ceg tgg gca gag gag ctg ctg gec ggc tgg cag age gca gag 966 
Gly Ala Pro Trp Ala Glu Glu Leu Leu Ala Gly Trp Gin Ser Ala Glu 
295 300 305 

ctt gga ggc etc cac tgg ggc caa gac tac gag ttc aaa gtg aga cca 1014 
Leu Gly Gly Leu His Trp Gly Gin Asp Tyr Glu Phe Lys Val Arg Pro 
310 315 320 325 

tec tct ggc egg get cga ggc cct gac age aac gtg ctg etc ctg agg 1062 
Ser Ser Gly Arg Ala Arg Gly Pro Asp Ser Asn Val Leu Leu Leu Arg 
330 335 340 
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ctg ccg gaa aaa gtg ccc agt gcc cca cct cag gaa gtg act eta aag 1110 
Leu Pro Glu Lys Val Pro Ser Ala Pro Pro Gin Glu Val Thr Leu Lys 
345 350 355 

cct ggc aat ggc act gtc ttt gtg age tgg gtc cca cca cct get gaa 1158 
Pro Gly Asn Gly Thr Val Phe Val Ser Trp Val Pro Pro Pro Ala Glu 

360 365 370 

aac cac aat ggc ate ate cgt ggc tac cag gtc tgg age ctg ggc aac 1206 
Asn His Asn Gly He He Arg Gly Tyr Gin Val Trp Ser Leu Gly Asn 
375 380 385 

aca tea ctg cca cca gcc aac tgg act gta gtt ggt gag cag ace cag 1254 
Thr Ser Leu Pro Pro Ala Asn Trp Thr Val Val Gly Glu Gin Thr Gin 
390 395 400 405 

ctg gaa ate gcc acc cat atg cca ggc_tcc tac tgc gtg caa gtg get 1302 
Leu Glu He Ala Thr His Met Pro Gly Ser Tyr Cys Val Gin Val Ala 
410 415 420 

gca gtc act ggt get gga get ggg gag ccc agt aga cct gtc tgc etc 1350 
Ala Val Thr Gly Ala Gly Ala Gly Glu Pro Ser Arg Pro Val Cys Leu 
425 430 435 

ctt tta gag cag gcc atg gag cga gcc acc caa gaa ccc agt gag cat 1398 
Leu-Leu Glu-Gln Ala- Met- Glu -Arg-Ala-Thr-Gln-Glu-Pro-Ser Glu His- 
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4 

440 445 450 

ggt cc'c tgg acc ctg gag cag ctg agg get acc ttg aag egg cct gag 1446 
Gly Pro Trp Thr Leu Glu Gin Leu Arg Ala Thr Leu Lys Arg Pro Glu 
455 460 465 

gtc att gec acc tgc ggt gtt gca etc tgg ctg ctg ctt ctg ggc 
Val He Ala Thr Cys Gly Val Ala Leu Trp Leu Leu Leu Leu Gly 
470 475 480 

gec gtg tgt ate cac cgc egg cgc cga get agg gtg cac ctg ggc cca 1542 
Ala Val Cys He His Arg Arg Arg Arg Ala Arg Val His Leu Gly Pro 
490 495 500 

ggt ctg tac aga tat acc agt gag gat gec ate eta aaa cac agg atg 1590 
Gly Leu Tyr Arg Tyr Thr Ser Glu Asp Ala He Leu Lys His Arg Met 

505 _ 5 10 __515. 

gat cac agt gac tec cag tgg ttg gca gac act tgg cgt tec acc tct 1638 
Asp His Ser Asp Ser Gin Trp Leu Ala Asp Thr Trp Arg Ser Thr Ser 
520 525 530 

ggc tct egg gac ctg age age age age age etc age agt egg ctg ggg 1686 
Gly Ser Arg Asp Leu Ser Ser Ser Ser Ser Leu Ser Ser Arg Leu Gly 
535 540 545 



acc 1494 

Thr 

485 
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gcg gat gcc egg gac cca eta gac tgt cgt cgc tec ttg etc tec tgg 1734 

Ala Asp Ala Arg Asp Pro Leu Asp Cys Arg Arg Ser Leu Leu Ser Trp 
550 555 560 565 

gac tec cga age ccc ggc gtg ccc ctg ctt cca gac acc age act ttt 1782 
Asp Ser Arg Ser Pro Gly Val Pro Leu Leu Pro Asp Thr Ser Thr Phe 

570 575 580 

tat ggc tec etc ate get gag ctg ccc tec agt acc cca. gcc agg cca 1830 
Tyr Gly Ser Leu He Ala Glu Leu Pro Ser Ser Thr Pro Ala Arg Pro 
585 590 595 

J 

agt ccc cag gtc cca get gtc agg cgc etc cca ccc cag ctg gcc cag 1878 
Ser Pro Gin Val Pro Ala Val Arg Arg Leu Pro Pro Gin Leu Ala Gin 
600 605 610 

etc tec age ccc tgt tec age tea gac age etc tgc age cgc agg gga 1926 
Leu Sen Ser Pro Cys Ser Ser Ser Asp Ser Leu Cys Ser Arg Arg Gly 
615 620 625 

etc tct tct ccc cgc ttg tct ctg gcc cct gca gag get tgg aag gcc 1974 
Leu Ser Ser Pro Arg Leu Ser Leu Ala Pro Ala Glu Ala Trp Lys Ala 
630 635 640 . 645 

aaa aag aag cag gag ctg ccg cat gcc aac agt tec cca ctg etc egg 2022 
-Lys~Lys-Lys- GlirGlu Leu-Pro-His-Ala-AsirSer-Ser-Pro Leu-Leu "Arg 



WO 01/09345 



PCT/JP00/05060 



109/268 

650 655 660 

ggc age cac tec ttg gag etc egg gee tgt gag tta gga aat aga ggt 2070 
Gly Ser His Ser Leu Glu Leu Arg Ala Cys Glu Leu Gly Asn Arg Gly 
665 670 675 

tec aag aac ctt tec caa age cca gga get gtg ccc caa get ctg gtt 2ii8 
Ser Lys Asn Leu Ser Gin Ser Pro Gly Ala Val Pro Gin Ala Leu Val 
680 685 690 



2166 



gec tgg egg gee ctg gga ccg aaa etc etc age tec caa atg age tgg 
Ala Trp Arg Ala Leu Gly Pro Lys Leu Leu Ser Ser Gin Met Ser Trp 
695 700 705 



tta etc gtc ate tec etc cag cac ccc tct ttc etc atg aaa etc ccc 2214 
Leu Leu Val lie Ser Leu Gin His Pro Ser Phe Leu Met Lys Leu Pro 
710 715 720 725 



caa etc aga gtc aac aga ccc age etc egg tgg cac cac agg etc cct 2262 
Gin Leu Arg Val Asn Arg Pro Ser Leu Arg Trp His His Arg Leu Pro 
730 735 740 

cct cca tec tgc tgc cag cag ccc cca tec cca tec tta gec cct gca 2310 
Pro Pro Ser Cys Cys Gin Gin Pro Pro Ser Pro Ser Leu Ala Pro Ala 
745 750 755 
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gtc ccc eta gec ccc agg cct ctt ccc tct ctg gec cca gec cag ctt 2358 
Val Pro Leu Ala Pro Arg Pro Leu Pro Ser Leu Ala Pro Ala-Gin Leu 
760 765 770 

cca gtc gec tgt cca get cct cac tgt cat ccc tgg ggg agg ate aag 2406 
Pro Val Ala Cys Pro Ala Pro His Cys His Pro Trp Gly Arg He Lys 
775 780 • 785 

aca gcg tgc tgacacctga ggaggtagee ctgtgcttgg aactcagtga 2455 

Thr Ala Cys 

790 

gggtgaggag actcccagga acagcgtctc tcccatgcca agggctcctt caccccccac 2515 
cacctatggg tacatcagcg tcccaacagc ctcagagttc aeggacatgg gcaggactgg 2575 
.aggaggggtg gggcccaagg.ggggagtctt gctgtgccjia cctcggccct gec tcacccc 2635 
cacccccagc gagggctcct tagecaatgg ttggggctca gectctgagg acaatgccgc 2695 
cagcgccaga gccagccttg tcagctcctc cgatggctcc ■ttcctcgctg atgetcaett 2755 



tgcccgggcc ctggcagtgg ctgtggatag ttttggtttc ggtctagage ccagggaggc 2815 
agactgegtc ttcatagatg cctcatcacc tcccteccca egggatgaga tcttcctgac 2875 
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ccccaacctc tccctgcccc tgtgggagtg gaggccagac tggttggaag acatggaggt 2935 
cagccacacc cagcggctgg gaagggggat gcctccctgg ccccctgact ctcagatctc 2995 



ttcccagaga agtcagctcc actgtcgtat gcccaaggct ggtgcttctc ctgtagatta 3055 



ctcctgaacc gtgtccctga gacttcccag acgggaatca gaaccacttc tcctgtccac 3115 



ccacaagacc tgggctgtgg tgtgtgggtc ttggcctgtg tttctctgca gctggggtcc 3175 
accttcccaa gcctccagag agttctccct ccacgattgt gaaaacaaat gaaaacaaaa 3235 



ttagagcaaa gctgacctgg agccctcagg gagcaaaaca tcatctccac ctgactccta 3295 



gccactgctt tctcctctgt gccatccact cccaccacca ggttgttttg gcctgaggag 3355 



. xagccctgcc tgctgctctt cccccaccat ttggatcaca ggaagtggag gagccagagg 3415 



tgcctttgtg gaggacagca gtggctgctg ggagagggct gtggaggaag gagcttctcg 3475 
gagccccctc tcagccttac ctgggcccct cctctagaga agagctcaac tctctcccaa 3535 



cctcaccatg gaaagaaaat aattatgaat gccactgagg cactgaggcc ctacctcatg 3595 



ccaaacaaag ggttcaaggc tgggtctagc gaggatgctg aaggaaggga ggtatgggac 3655 
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cgtaggtcaa aagcaccatc ctcgtactgt tgtcactatg agcttaagaa attcgatacc 3715 
ataaaatggt aaagacttga gttctgtgag atcattcccc ggagcaccat ttttagggga 3775 
gcacctggag agatggcaag aatttcctga gttaggcagg gatcaggcat tcattgacac 3835 
tcagggagtg tcacacattt ctgttctgca attaaaggga gaatgaggtt catccaccaa 3895 
attttaagca gaatatagga agggcagggg tggggagttt cagggtctgc tggtcctggc 3955 
aacttatatt aaatccacct cctcaagata agccttaggg atatttatgg ctgagggaag 4015 
tgggatggtc taaggcatgg ggaagggtga ttggctgtgg ggaaaatgaa gtaataggtt 4075 
cattctgccc aagtgtactt ggggttcatg gcatttcata aggacatttg tgtagaaaat 4135 
. tgttttgctg gctgggcacg gtggctcacg cctgtaatcc cagcactttg ggaggcggag 4195 
gtaggcagat catgaggtca ggagatcgag accatcctgg ctaacatggt gaaaccccgt 4255 
ctctact , 4262 

<210> 22 
<211> 792 

"^2I2rpRT ~ 
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<213> Homo sapiens 
<400> 22 

Met Gly Ser Gly Gly Asp Ser Leu Leu Gly Gly Arg Gly Ser Leu Pro 
1 5 10 15 

Leu Leu Leu Leu Leu He Met Gly Gly Met Ala Gin Asp Ser Pro Pro 
20 25 30 

Gin lie Leu Val His Pro Gin Asp Gin Leu Phe Gin Gly Pro Gly Pro 

35 40 45 ;. 

Ala Arg Met Ser Cys Gin Ala Ser Gly Gin Pro Pro Pro Thr lie Arg 
50 • 55 60 

Trp Leu Leu Asn Gly Gin Pro Leu Ser Met Val Pro Pro Asp Pro His 

65 . 70 _ 75 . 80 

His Leu Leu Pro Asp Gly Thr Leu Leu Leu Leu Gin Pro Pro Ala Arg 

' 85" 90" ' 95 

Gly His Ala His Asp Gly Gin Ala Leu Ser Thr Asp Leu Gly Val Tyr 
100 105 110 

Thr Cys Glu Ala Ser Asn Arg Leu Gly Thr Ala Val Ser Arg Gly Ala 

— ^ 115 120 ~ "125- — 
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Arg Leu Ser Val Ala Val Leu Arg Glu Asp Phe Gin He Gin Pro Arg 
130 135 140 

Asp Met Val Ala Val Val Gly Glu Gin Phe Thr Leu Glu Cys Gly Pro 
145 150 155 160 

Pro Trp Gly His Pro Glu Pro Thr Val Ser Trp Trp Lys Asp Glu Lys 
165 170 175 

Pro Leu Ala Leu Gin Pro Gly Arg His Thr Val Ser Gly Gly Ser Leu 
180 185 190 

Leu Met Ala Arg Ala Glu Lys Ser Asp Glu Gly Thr Tyr Met Cys Val 
195 200 205 

Ala Thr Asn Ser_ Ala Gly His Arg Glu Ser Arg Ala Ala Arg Val Ser 

210 215 220 

lie Gin Glu Pro Gin Asp Tyr Thr Glu Pro Val Glu Leu Leu Ala Val 
225 230 235 240 

Arg He Gin Leu Glu Asn Val Thr Leu Leu Asn Pro Asp Pro Ala Glu 
245 250 255 

"Gly-Pro-Lys Pro~Arg -Pr<r Ala-Vat- Trp-Leu-Ser-Trp-Lys-Val-Ser^Gly 
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260 265 270 

Pro Ala Ala Pro Ala Gin Ser Tyr Thr Ala Leu Phe Arg Thr Gin Thr 
275 280 285 

Ala Pro Gly Gly Gin Gly Ala Pro Trp Ala Glu Glu Leu Leu Ala Gly 

290 295 • 300 

Trp Gin Ser Ala Glu Leu Gly Gly Leu His Trp Gly Gin Asp Tyr Glu 
305 310 315 320 

Phe Lys Val Arg Pro Ser Ser Gly Arg Ala Arg Gly Pro Asp Ser Asn 
325 330 335 

Val Leu Leu Leu Arg Leu Pro Glu Lys Val Pro Ser Ala Pro Pro Gin 
340 345 350 

Glu Val Thr Leu Lys Pro Gly Asn Gly Thr Val Phe Val Ser Trp Val 
355 360 365 

Pro Pro Pro Ala Glu Asn His Asn Gly He He Arg Gly Tyr Gin Val 
370 375 380 



Trp Ser Leu Gly Asn Thr Ser Leu Pro Pro Ala Asn Trp Thr Val Val 
385 390 395 400 



WO 01/09345 



PCT/JPOO/05060 



116/268 

Gly Glu GJn Thr Gin Leu Glu He Ala Tbr His Met Pro Gly Ser Tyr 
405 410 415 

Cys Val Gin Val Ala Ala Val Thr Gly Ala Gly Ala Gly Glu Pro Ser 
420 425 430 

Arg Pro Val Cys Leu Leu Leu Glu Gin Ala Met Glu Arg Ala Thr Gin 
435 440 445 

Glu Pro Ser Glu His Gly Pro Trp Thr Leu Glu Gin Leu Arg Ala Thr 
450 455 460 

Leu Lys Arg Pro Glu Val He Ala Thr Cys Gly Val Ala Leu Trp Leu 
465 470 475 480 

Leu Leu Leu Gly Thr Ala Val Cys He His Arg Arg Arg Arg Ala Arg 

485 490 •' 495 

Val His Leu Gly Pro Gly Leu Tyr Arg Tyr Thr Ser Glu Asp Ala He 
500 505 510 

Leu Lys His Arg Met Asp His Ser Asp Ser Gin Trp Leu Ala Asp Thr 
515 520 525 

Trp Arg Ser Thr Ser Gly Ser Arg Asp Leu Ser Ser Ser Ser Ser Leu 
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Ser Ser Arg Leu Gly Ala Asp Ala Acg Asp Pro Leu Asp Cys Arg Arg 
545 550 555 560 

Ser Leu Leu Ser Trp Asp Ser Arg Ser Pro Gly Val Pro Leu Leu Pro 
565 570 575 

Asp Thr Ser Thr Phe Tyr Gly Ser Leu He Ala Glu Leu Pro Ser Ser 
580 585 590 

Thr Pro Ala Arg Pro Ser Pro Gin Val Pro Ala Val Arg Arg Leu Pro 
595 600 605 

Pro Gin Leu Ala Gin Leu Ser Ser Pro Cys Ser Ser Ser Asp Ser Leu 
610 615 ' 620 

Cys Ser Arg Arg Gly Leu Ser Ser Pro Arg Leu Ser Leu Ala Pro Ala 
625 630 , 635 640 

Glu Ala Trp Lys Ala Lys Lys Lys Gin Glu Leu Pro His Ala Asn Ser 
645 650 655 

Ser Pro Leu Leu Arg Gly Ser His Ser Leu Glu Leu Arg Ala Cys Glu 
660 665 670 

Leu-Gly Asn-Arg -Gly-Ser -Lys -Asn- Leu -Ser- Gin- Ser-Pro- Gly-Ala- Val 
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675 680 685 

Pro Gin Ala Leu Val Ala Trp Arg Ala Leu Gly Pro Lys Leu Leu Ser 
690 695 700 

Ser Gin Met Ser Trp Leu Leu Val He Ser Leu Gin His Pro Ser Phe 

705 710 715 720 

Leu Met Lys Leu Pro Gin Leu Arg Val Asn Arg Pro Ser Leu Arg Trp 

725 730 ■ 735 

His His Arg Leu Pro Pro Pro Ser Cys Cys Gin Gin Pro Pro Ser Pro 
740 745 750 

Ser Leu Ala Pro Ala Val Pro Leu Ala Pro Arg Pro Leu Pro Ser Leu 
755 760 765 

Ala Pro Ala Gin Leu Pro Val Ala Cys Pro Ala Pro His Cys His Pro 
770 775 780 

Trp Gly Arg He Lys Thr Ala Cys 
785 790 



<210> 23 

<211>-1605 
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<212> DNA 

<213> Homo sapiens 
<400> 23 

agcattagtt tttgtttttt atctgacagg tagctatgga tattctgagg gagaagccag 60 
gattaataca catttttttt ttaagttgct gaattgtagt ggctctcctt tctagcattt 120 
ttgtcactat tgagccctct tagtttatgc tagacgtgtt tttcttattg gttgatattt 180 
taaattatta aagccatctt ctgaataagc tttattcgca ctttgtacct agtttctcca 240 
tcagaaggat ctattgctat accattgtat acattttctc attggtcttc gggttacttt 300 
cagagtgtaa agactcctta tgccacaaaa ttaagcttag atttccccca aatcaaatac 360 
_tataaatcag_ attccttagt_ ctagccacaa _^gacatatc ttggagtgga taaatctttg 420 
ttgctggcat tgttctgtgc atcataactt gtttagtggc atgtcatcac tgtcttctac 480 
tctctagatg ccattagtat actcttcaca gttaggacaa ccaaaagtgt ctccagatat 540 
tgccaaatgt ctcctgatgg gcaaagtcta tcccagttgc gaaccattat tgtaaattaa 600 
acttggtttc aaatttgagc tttattcctt agctctggga acttgggcaa gttacttccc 660 
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ttcgagcctc aatgtcctca tttgtaaaat gacattaata cctactttta gctgtgggaa 720 
ttgagtacca tgatttatac aaagcagttt gtatggtgct ggttacatga gagttcagat 780 
ggtaactagt tagtaaaaaa tctctagtgt gcttgttgat tttattttat tttagtattt 840 
cttaaagatc aaatttaaca tcaatcctaa actttattta gctttttctg gcgtgtaaac 900 
taacatacta agttgtgtga ctataattca tttagtgact catttttagc tatttttata 960 
acacattgtg ctatgggggg ttttggaact tgctggaagc tacatcagaa actgccatag 1020 
ttaattgcca tttcaagaat gttgtaaata actcaggtgg ccgtttaatt ctcaatgtaa 1080 
atataattaa ctagacatct ttcctatatt tgtgtctcag ttttaaagct atttctggat 1140 
gcttgagtct taccgtaatt gataacaaaa agaggttatt gagaatatct atgatttaca 1200 
gagtaagtta ttctagacct caagagtgaa atgtagggga ggagacattt gtgtgttaaa 1260 
ctaatggaaa tgctcattta atagatattc actgaaagta ttagttttgg tttattgtag 1320 
aaaagttgag gttttatgga gatttttgta aaaaatggtt tatttcctaa ataaatatct 1380 
ctttttcttt tttctcccag aaaatgttaa tctatgatcc agccaaacga atttctggca 1440 
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aaatggcact gaatcatcca tattttaatg atttggacaa tcagattaag aagatgtagc 1500 
tttctgacaa aaagtttcca tatgttatgt caacagatag ttgtgttttt attgttaact 1560 



<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1). .(123) 

<400> 24 

ata aat ate tct ttt tct ttt ttc tec cag aaa atg tta ate tat gat 48 

lie Asn He Ser Phe Ser Phe Phe Ser Gin Lys Met Leu lie Tyr Asp 
1 5 10 15 

cca gec aaa cga att tct ggc aaa atg gca ctg aat cat cca tat ttt 96 
Pro Ala Lys Arg He Ser Gly Lys Met Ala Leu Asn His Pro Tyr Phe 



cttgtctatt tttgtcttat atatatttct ttgttatcaa acttc 



1605 



<210> 24 



<211> 124 



<212> DNA 



20 



25 



30 



.aat -gat- ttg gac-aat-cag att aag- aag- a 



-124 
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Asn Asp Leu Asp Asn Gin He Lys Lys 
35 40 



<210> 25 

<211> 41 

<212> PRT 

<213> Homo sapiens 

<400> 25 

He Asn lie Ser Phe Ser Phe Phe Ser Gin Lys Met Leu He Tyr Asp 
1 5 10 15 

Pro Ala Lys Arg He Ser Gly Lys Met Ala Leu Asn His Pro Tyr Phe 
20 25 30 

Asn Asp Leu Asp Asn Gin He Lys Lys 

35 40 



<210> 26 
<211> 30 
<212> RNA 

<213> Artificial Sequence 
<220> - 
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<223> Description of Artificial Sequence:Artificially 
Synthesized Sequence 

<400> 26 

agcaucgagu cggccuuguu ggccuacugg 30 

<210> 27 
<211> 42 

<212> DNA s 
<213> Artificial Sequence 

<220> 

<223> Description of Artificial SequencerArtificially 
Synthesized Primer Sequence 

<400> 27 

gcggctgaag acggcctatg tggccttttt tttttttttt tt 42 

<210> 28 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
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<223> Description of Artificial Sequence:Artificially 
Synthesized Primer Sequence 

<400> 28 

agcatcgagt cggccttgtt g 21 

<210> 29 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Primer Sequence 

<400> 29 

gcggctgaag acggcctatg t 21 

<210> 30 
<211> 433 
<212> PRT 
<213> Homo sapiens 
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Met Glu Val Val Asp Pro Gin Gin Leu Gly Met Phe Thr Glu Gly Glu 
1 5 10 15 

Leu Met Ser Val Gly Met Asp Thr Phe He His Arg He Asp Ser Thr 
20 25 30 

Glu Val lie Tyr Gin Pro Arg Arg Lys Arg Ala Lys Leu lie Gly Lys 
35 40 45 

Tyr Leu Met Gly Asp Leu Leu Gly Glu Gly Ser Tyr Gly Lys Val Lys 
50 55 60 

Glu Val Leu Asp Ser Glu Thr Leu Cys Arg Arg Ala Val Lys lie Leu 
65 70 75 80 

Lys Lys Lys Lys Leu Arg Arg He Pro Asn Gly Glu Ala Asn Val Lys 

85 90 95 

Lys Glu He Gin Leu Leu Arg Arg Leu Arg His Lys Asn Val lie Gin 
100 105 110 

Leu Val Asp Val Leu Tyr Asn Glu Glu Lys Gin Lys Met Tyr Met Val 
115 120 125 

Met Glu Tyr Cys Val Cys Gly Met Gin Glu Met Leu Asp Ser Val Pro 
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Glu Lys Arg Phe Pro Val Cys Gin Ala His Gly Tyr Phe Cys Gin Leu 
145 150 155 160 

He Asp Gly Leu Glu Tyr Leu His Ser Gin Gly He Val His Lys Asp 
165 170 175 

He Lys Pro Gly Asn Leu Leu Leu Thr Thr Gly Gly Thr Leu Lys He 
180 185 190 

Ser Asp Leu Gly Val Ala Glu Ala Leu His Pro Phe Ala Ala Asp Asp 
195 200 205 

Thr Cys Arg Thr Ser Gin Gly Ser Pro Ala Phe Gin Pro Pro Glu He 
210 215 220 

Ala Asn Gly Leu Asp Thr Phe Ser Gly Phe Lys Val Asp lie Trp Ser 

225 230 235 240 

Ala Gly Val Thr Leu Tyr Asn He Thr Thr Gly Leu Tyr Pro Phe Glu 
245 250 255 

Gly Asp Asn He Tyr Lys Leu Phe Glu Asn He Gly Lys Gly Ser Tyr 
260 265 270 

-Ala-I-le-Pro-Gly-Asp-Cys-Gly- Pro-Pro-Leu-Ser-Asp-Leu Leu-Lys Gly 
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275 280 285 

Met Leu Glu Tyr Glu Pro Ala Lys Arg Phe Ser He Arg Gin He Arg 
290 295 300 

Gin His Ser Trp' Phe Arg Lys Lys His Pro Pro Ala Glu Ala Pro Val 

305 310 315 320 

Pro He Pro Pro Ser Pro Asp Thr Lys Asp Arg Trp Arg Ser Met Thr 

325 ' . 330 335 

Val Val Pro Tyr Leu Glu Asp Leu His Gly Ala Asp Glu Asp Glu Asp 
340 345 350 

Leu Phe Asp lie Glu Asp Asp He He Tyr Thr Gin Asp Phe Thr Val 
355 360 365 

Pro Gly Gin Val Pro Glu Glu Glu Ala Ser His Asn Gly Gin Arg Arg 
370 375 . 380 

Gly Leu Pro Lys Ala Val Cys Met Asn Gly Thr Glu Ala Ala Gin Leu 
385 390 395 400 



Ser Thr Lys Ser Arg Ala Glu Gly Arg Ala Pro Asn Pro Ala Arg Lys 
405 410 415 
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Ala Cys Ser Ala Ser Ser Lys He Arg Arg Leu Ser Ala Cys Lys Gin 
420 425 430 

Gin 



<210> 31 
<211> 396 s 
<212> PRT 

<213> Homo sapiens 
<400> 31 

Met Pro Arg Val Lys Ala Ala Gin Ala Gly Arg Gin Ser Ser Ala Lys 
1 5 10 15 

Arg His Leu Ala Glu Gin Phe Ala Val Gly Glu He lie Thr Asp Met 
20 25 30 

Ala Lys Lys Glu Trp Lys Val Gly Leu Pro He Gly Gin Gly Gly Phe 
35 40 45 

Gly Cys He Tyr Leu Ala Asp Met Asn Ser Ser Glu Ser Val Gly Ser 
50 55 60 

Asp-Ala-Pro-Cys-Val-Val-Lys-Val-Gk-Pro-Ser Asp-Asn-Gly-Pro-Leu 
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65 70 75 80 v 

Phe Thr Glu Leu Lys Phe Tyr Gin Arg Ala Ala Lys Pro Glu Gin He 
85 90 95 

Gin Lys Trp lie Arg Thr Arg Lys Leu Lys Tyr Leu Gly Val Pro Lys 
100 105 110 

Tyr Trp Gly Ser Gly Leu His Asp Lys Asn Gly Lys Ser Tyr Arg Phe 
115 120 125 

Met He Met Asp Arg Phe Gly Ser Asp Leu Gin Lys lie Tyr Glu Ala 
130 135 140 

Asn Ala Lys Arg Phe Ser Arg Lys Thr Val Leu Gin Leu Ser Leu Arg 
145 150 155 160 



lie Leu Asp He Leu Glu Tyr He His Glu His Glu Tyr Val His Gly 
165 170 175 

Asp He Lys Ala Ser Asn Leu Leu Leu Asn Tyr Lys Asn Pro Asp Gin 
180 185 190 



Val Tyr Leu Val Asp Tyr Gly Leu Ala Tyr Arg Tyr Cys Pro Glu Gly 
195 200 205 
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Val His Lys Glu Tyr Lys Glu Asp Pro Lys Arg Cys His Asp Gly Thr 
210 215 220 

Me Glu Phe Thr Ser He Asp Ala His Asn Gly Val Ala Pro Ser Arg 
225 230 235 240 

Arg Gly Asp Leu Glu He Leu Gly Tyr Cys Met lie Gin Trp Leu Thr 
245 250 255 

Gly His Leu Pro Trp Glu Asp Asn Leu Lys Asp Pro Lys Tyr Val Arg 
260 265 270 

Asp Ser Lys He Arg Tyr Arg Glu Asn He Ala Ser Leu Met Asp Lys 
275 280 285 

Cys Phe Pro Glu Lys Asn Lys Pro Gly Glu He Ala Lys Tyr Met Glu 
290 295 300 

Thr Val Lys Leu Leu Asp Tyr Thr Glu Lys Pro Leu Tyr Glu Asn Leu 
305 310 315 320 

Arg Asp He Leu Leu Gin Gly Leu Lys Ala He Gly Ser Lys Asp Asp 
325 330 335 

Gly Lys Leu Asp Leu Ser Val Val Glu Asn Gly Gly Leu Lys Ala Lys 

— 340 345 350 — 
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Thr He Thr Lys Lys Arg Lys Lys Glu He Glu Glu Ser Lys Glu Pro 
355 360 . 365 

Gly Val Glu Asp Thr Glu Trp Ser Asn Thr Gin Thr Glu Glu Ala He 
370 375 380 

Gin Thr Arg Ser Arg Thr Arg Lys Arg Val Gin Lys 
385 390 395 



<210> 32 
<211> 297 
<212> PRT 

<213> Homo sapiens 

<400> 32 , 

Met Glu Asp Tyr Thr Lys lie Glu Lys lie Gly Glu Gly Thr Tyr Gly 
1 5 .10 15 

Val Val Tyr Lys Gly Arg His Lys Thr Thr Gly Gin Val Val Ala Met 
20 25 30 



Lys Lys He Arg Leu Glu Ser Glu Glu Glu Gly Val Pro Ser Thr Ala 
35 40 45 
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He Arg Glu He Ser Leu Leu Lys Glu Leu Arg His Pro Asn He Val 
50 55 60 

Ser Leu Gin Asp Val Leu Met Gin Asp Ser Arg Leu Tyr Leu He Phe 
65 70 75 80 

Glu Phe Leu Ser Met Asp Leu Lys Lys Tyr Leu Asp Ser He Pro Fro 
85 90 95 

Gly Gin Tyr Met Asp Ser Ser Leu Val Lys Ser Tyr Leu Tyr Gin He 
. 100 105 110 

Leu Gin Gly He Val Phe Cys His Ser Arg Arg Val Leu His Arg Asp 
115 120 125 

Leu Lys Pro Gin Asn Leu Leu lie Asp Asp Lys Gly Thr He Lys Leu 
130 135 140 



Ala Asp Phe Gly Leu Ala Arg Ala Phe Gly He Pro He Arg Val Tyr 
145 150 155 160 

Thr His Glu Val Val Thr Leu Trp Tyr Arg Ser Pro Glu Val Leu Leu 
165 170 175 

Gly Ser Ala Arg Tyr Ser Thr Pro Val Asp He Trp Ser He Gly Thr 
—180 185 190 
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He Phe Ala Glu Leu Ala Thr Lys Lys Pro Leu Phe His Gly Asp Ser 
195 200 205 

Glu lie Asp Gin Leu Phe Arg He Phe Arg Ala Leu Gly Thr Pro Asn 
210 215 220 

Asn Glu Val Trp Pro Glu Val Glu Ser Leu Gin Asp Tyr Lys Asn Thr 
225 230 235 240 

Phe Pro Lys Trp Lys Pro Gly Ser Leu Ala Ser His Val Lys Asn Leu 
245 250 255 

Asp Glu Asn Gly Leu Asp Leu Leu Ser Lys Met Leu lie Tyr Asp Pro 
260 265 270 

Ala Lys Arg He Ser Gly Lys Met Ala Leu Asn His Pro Tyr Phe Asn 
275 280 285 

Asp Leu Asp Asn Gin He Lys Lys Met 
290 295 

<210> 33 
<211> 403 
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<213> Homo sapiens 
<400> 33 

Met Asp Arg Ser Lys Glu Asn Cys He Ser Gly Pro Val Lys Ala Thr 
1 5 10 15 

Ala Pro Val Gly Gly Pro Lys Arg Val Leu Val Thr Gin Gin Phe Pro 
20 25 30 

Cys Gin Asn Pro Leu Pro Val Asn Ser Gly Gin Ala Gin Arg Val Leu 
35 40 45 

Cys Pro Ser Asn Ser Ser Gin Arg lie Pro Leu Gin Ala Gin Lys Leu 
50 55 60 

Val Ser Ser His Lys Pro Val Gin Asn Gin Lys Gin Lys Gin Leu Gin 
65 70 75 80 



Ala Thr Ser Val Pro His Pro Val Ser Arg Pro Leu Asn Asn Thr Gin 
85 90 95 

Lys Ser Lys Gin Pro Leu Pro Ser Ala Pro Glu Asn Asn Pro Glu Glu 
100 105 110 

Glu Leu Ala Ser Lys Gin Lys Asn Glu Glu Ser Lys Lys Arg Gin Trp 

—115 120 -125 
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Ala Leu Glu Asp Phe Glu He Gly Arg Pro Leu Gly Lys Gly Lys Phe 
130 135 140 

Gly Asn Val Tyr Leu Ala Arg Glu Lys Gin Ser Lys Phe He Leu Ala 
145 150 155 160 

Leu Lys Val Leu Phe Lys Ala Gin Leu Glu Lys Ala Gly Val Glu His 
165 170 175 

Gin Leu Arg Arg Glu Val Glu lie Gin Ser His Leu Arg His Pro Asn 
180 185 * 190 

He Leu Arg Leu Tyr Gly Tyr Phe His Asp Ala Thr Arg Val Tyr Leu 
195 200 205 

He Leu Glu Tyr Ala Pro Leu Gly Thr Val Tyr Arg Glu Leu Gin Lys 
210 215 220 

Leu Ser Lys Phe Asp Glu Gin Arg Thr Ala Thr Tyr He Thr Glu Leu 
225 230 235 240 

Ala Asn Ala Leu Ser Tyr Cys His Ser Lys Arg Val He His Arg Asp 
245 250 255 

-Me-Lys Pro-Glu Asn-Leu Leu-LeuGly- Ser- Ala GlyGlu-Leu-Lys 1 le 
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260 265 270 

Ala Asp Phe Gly Trp Ser Val His Ala Pro Ser Ser Arg Arg Thr Thr 
275 280 ' 285 

Leu Cys Gly Thr Leu Asp Tyr Leu Pro Pro Glu Met He Glu Gly Arg 

290 295 300 

Met His Asp Glu Lys Val Asp Leu Trp Ser Leu Gly Val Leu Cys Tyr 
305 310 315 320 

Glu Phe Leu, Val Gly Lys Pro Pro Phe Glu Ala Asn Thr Tyr Gin Glu 
325 k 330 335 

Thr Tyr Lys Arg He Ser Arg Val Glu Phe Thr Phe Pro Asp Phe Val 
340 345 350 

Thr Glu Gly Ala Arg Asp Leu Me Ser Arg Leu Leu Lys His Asn Pro 
355 360 365 

Ser Gin Arg Pro Met Leu Arg Glu Val Leu Glu His Pro Trp He Thr 
370 375 380 



Ala Asn Ser Ser Lys Pro Ser Asn Cys Gin Asn Lys Glu Ser Ala Ser 
385 390 395 400 
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Lys Gin Ser 



<210> 34 
<211> 344 
<212> PET 
<213> Homo sapiens 

<400> 34 

Met Ala Gin Lys Glu Asn Ser Tyr Pro Trp Pro Tyr Gly Arg Gin Thr 
1 5 10 15 

Ala Pro Ser Gly Leu Ser Thr Leu Pro Gin Arg Val Leu Arg Lys Glu 
20 25 30 

Pro Val Thr Pro Ser Ala Leu Val Leu Met Ser Arg Ser Asn Val Gin 
35 40 45 

Pro Thr Ala Ala Pro Gly Gin Lys Val Met Glu Asn Ser Ser Gly Thr 
50 55 60 

Pro Asp He Leu Thr Arg His Phe Thr He Asp Asp Phe Glu He Gly 
65 70 75 80 

-Arg-Pro-Leu-Gly-Lys-Gly-Lys-Phe-Gly-Asn-Val~Tyr-L-eu Ala Arg-Glu — 
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85 90 95 

Lys Lys Ser His Phe lie Val Ala Leu Lys Val Leu Phe Lys Ser Gin 
100 105 110 

He Glu Lys Olu Oly Val Glu His Gin Leu Arg Arg Glu He Glu He 

115 120 125 

Gin Ala His Leu His His Pro Asn He Leu Arg Leu Tyr Asn Tyr Phe 
130 135 140 

Tyr Asp Arg Arg Arg He Tyr Leu He Leu Glu Tyr Ala Pro Arg Gly 
145 150 155 160 

Glu Leu Tyr Lys Glu Leu Gin Lys Ser Cys Thr Phe Asp Glu Gin Arg 
165 170 175 

Thr Ala Thr He Met Glu Glu Leu Ala Asp Ala Leu Met Tyr Cys His 
180 185 190 

Gly Lys Lys Val He His Arg Asp He Lys Pro Glu Asn Leu Leu Leu 
195 200 205 



Gly Leu Lys Gly Glu Leu Lys He Ala Asp Phe Gly Trp Ser Val His 
210 215 220 



WO 01/09345 



PCf/JPOO/05060 



139/268 

Ala Pro Ser Leu Arg Arg Lys Thr Met Cys Gly Thr Leu Asp Tyr Leu 
225 230 235 240 

Pro Pro Glu Met He Glu Gly Arg Met His Asn Glu Lys Val Asp Leu 
245 250 255 

Trp Cys He Gly Val Leu Cys Tyr Glu Leu Leu Vai Gly Asn Pro Pro 
260 265 270 

Phe Glu Ser Ala Ser His Asn Glu Thr Tyr Arg Arg lie Val Lys Val 
275 280 285 

Asp Leu Lys Phe Pro Ala Ser Val Pro Thr Gly Ala Gin Asp Leu He 
290 295 300 

Ser Lys Leu Leu Arg His Asn Pro Ser Glu Arg Leu Pro Leu Ala Gin 

305 310 _ 315 . 320 

Val Ser Ala His Pro Trp Val Arg Ala Asn Ser Arg Arg Val Leu Pro 
325 330 335 

Pro Ser Ala Leu Gin Ser Val Ala 
340 



<210>-35 
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<211> 745 
<212> PRT 

<213> Homo sapiens 
<400> 35 

Met Clu Arg Pro Pro Gly Leu Arg Pro Gly Ala Gly Gly Pro Trp Glu 

1 5 .10 15 

Met Arg Glu Arg Leu Gly Thr Gly Gly Phe Gly Asn Val Cys Leu Tyr 
20 25 30 

Gin His Arg Glu Leu Asp Leu Lys He Ala He Lys Ser Cys Arg Leu 
35 40 45 

Glu Leu Ser Thr Lys Asn Arg Glu Arg Trp Cys His Glu He Gin lie 
50 55 60 



Met Lys Lys Leu Asn His Ala Asn Val Val Lys Ala Cys Asp Val Pro 

65 70 75 80 

Glu Glu Leu Asn He Leu He His Asp Val Pro Leu Leu Ala Met Glu 

85 90 95 



Tyr Cys Ser Gly Gly Asp Leu Arg Lys Leu Leu Asn Lys Pro Glu Asn 
100 105 110 
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Cys Cys Gly Leu Lys Glu Ser Gin He Leu Ser Leu Leu Ser Asp He 
115 120 125 

Gly Ser Gly lie Arg Tyr Leu His Glu Asn Lys lie He His Arg Asp 
130 135 140 

Leu Lys Pro Glu Asn He Val Leu Gin Asp Val Giy Gly Lys lie He 
145 150 155 160 

His Lys He He Asp Leu Gly Tyr Ala Lys Asp Val Asp Gin Gly Ser 
165 170 175 

Leu Cys Thr Ser Phe Val Gly Thr Leu Gin Tyr Leu Ala Pro Glu Leu 
180 185 190 

Phe Glu Asn Lys Pro Tyr Thr Ala Thr Val Asp Tyr Trp Ser Phe Gly 
195 200 205 



Thr Met Val Phe Glu Cys He Ala Gly Tyr Arg Pro Phe Leu His His 
210 215 220 

Leu Gin Pro Phe Thr Trp His Glu Lys He Lys Lys Lys Asp Pro Lys 
225 230 235 240 

Cys He Phe Ala Cys Glu Glu Met Ser Gly Glu Val Arg Phe Ser Ser 
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His Leu Pro Gin Pro Asn Ser Leu Cys Ser Leu He Val Glu Pro Met 
260 265 270 

Glu Asn Trp Leu Gin Leu Met Leu Asn Trp Asp Pro Gin Gin Arg Gly 
275 280 285 

Gly Pro Val Asp Leu Thr Leu Lys Gin Pro Arg Cys Phe Val Leu Met 
290 295 300 

Asp His He Leu Asn Leu Lys lie Val His He Leu Asn Met Thr Ser 
305 310 315 320 

Ala Lys He lie Ser Phe Leu Leu Pro Pro Asp Glu Ser Leu His Ser 
325 330 335 

Leu Gin Ser Arg He Glu Arg Glu Thr Gly He Asn Thr Gly Ser Gin 
. 340 345 350 

Glu Leu Leu Ser Glu Thr Gly I le Ser Leu Asp Pro Arg Lys Pro Ala 
355 360 365 

Ser Gin Cys Val Leu Asp Gly Val Arg Gly Cys Asp Ser Tyr Met Val 
370 375 380 



_Tyr_Leu.Phe-Asp--Lys. Ser-Lys-Thr-Val-Tyr-Glu-Gly-Pro-Phe-Ala Ser 

/ 
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385 . 390 395 400 

Arg Ser Leu Ser Asp Cys Val Asn Tyr He Val Gin Asp Ser Lys He 
405 410 415 

Gin Leu Pro He He Gin Leu Arg Lys Val Trp Ala Glu Ala Val His 

420 425 430 

Tyr Val Ser Gly Leu Lys Glu Asp Tyr Ser Arg Leu Phe Gin Gly Gin 
435 440 445 

Arg Ala Ala Met Leu Ser Leu Leu Arg Tyr Asn Ala Asn Leu Thr Lys 
450 455 460 

Met Lys Asn Thr Leu He Ser Ala Ser Gin Gin Leu Lys Ala Lys Leu 
465 470 475 480 

Glu Phe Phe His Lys Ser He Gin Leu Asp Leu Glu Arg Tyr Ser Glu 
485 490 495 

Gin Met Thr Tyr Gly He Ser Ser Glu Lys Met Leu Lys Ala Trp Lys 
500 505 510 



Glu Met Glu Glu Lys Ala lie His Tyr Ala Glu Val Gly Val He Gly 
515 520 525 
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Tyr Leu Glu Asp Gin He Met Ser Leu His Ala Glu lie Met Glu Leu 
530 535 540 

Gin Lys Ser Pro Tyr Gly Arg Arg Gin Gly Asp Leu Met Glu Ser Leu 
545 550 555 560 

Glu Gin Arg Ala lie Asp Leu Tyr Lys Gin Leu Lys His Arg Pro Ser 
565 570 575 . 

Asp His Ser Tyr Ser Asp Ser Thr Glu Met Val Lys lie He Val His 
580 585 590 

Thr Val Gin Ser Gin Asp Arg Val Leu Lys Glu Leu Phe Gly His Leu 
595 600 605 

Ser Lys Leu Leu Gly Cys Lys Gin Lys He He Asp Leu Leu Pro Lys 

610 615 620 

Val Glu Val Ala Leu Ser Asn He Lys Glu Ala Asp Asn Thr Val Met 
625 630 635 640 

Phe Met Gin Gly Lys Arg Gin Lys Glu He Trp His Leu Leu Lys He 
645 650. 655 

Ala Cys Thr Gin Ser Ser Ala Arg Ser Leu Val Gly Ser Ser Leu Glu 
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Gly Ala Val Thr Pro Gin Thr Ser Ala Trp Leu Pro Pro Thr Ser Ala 
675 680 685 

Glu His Asp His Ser Leu Ser Cys Val Val Thr Pro Gin Asp Gly Glu 
690 695 700 

Thr Ser Ala Gin Met He Glu Glu Asn Leu Asn Cys Leu Gly His Leu 
705 710 715 720 

Ser Thr He He His Glu Ala Asn Glu Glu Gin Gly Asn Ser Met Met 
725 730 735 

Asn Leu Asp Trp Ser Trp Leu Thr Glu 
740 745 



<210> 36 
<211> 318 
<212> PRT 

<213> Homo sapiens 



<400> 36 

Met Ser Lys Pro Pro Ala Pro Asn Pro Thr Pro Pro Arg Asn Leu Asp 
15 10 15 
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Ser Arg Thr Phe lie Thr He Gly Asp Arg Asn Phe Glu Val Glu Ala 
20 25 30 

Asp Asp Leu Val Thr He Ser Glu Leu Gly Arg Gly Ala Tyr Gly Val 
35 40 45 

val Glu Lys Val Arg His Ala Gin Ser Gly Thr He Met Ala Val Lys 
50 55 60 

Arg He Arg Ala Thr Val Asn Ser Gin Glu, Gin Lys Arg Leu Leu Met 
65 70 75 80 

Asp Leu Asp He Asn Met Arg Thr Val Asp Cys Phe Tyr Thr Val Thr 

85 ' 90 95 

Phe Tyr Gly Ala Leu Phe Arg Glu Gly Asp Val Trp He Cys Met Glu 
100 105 110. 



Leu Met Asp Thr Ser Leu Asp Lys Phe Tyr Arg Lys Val Leu Asp Lys 
115 120 125 " 

Asn Met Thr He Pro Glu Asp lie Leu Gly Glu He Ala Val Ser He 
130 135 140 

Val Arg Ala Leu Glu His Leu His Ser Lys Leu Ser Val He His Arg 

145 150 155 160 
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Asp Val Lys Pro Ser Asn Val Leu Me Asn Lys Glu Gly His Val Lys 
165 170 175 

Met Cys Asp Phe Gly He Ser Gly Tyr Leu Val Asp Ser Val Ala Lys 
180 185 19° 

Thr Met Asp Ala Gly Cys Lys Pro Tyr Met. Ala Pro Glu Arg He Asn 
195 200 205 

Pro Glu Leu Asn Gin Lys Gly Tyr Asn Val Lys Ser Asp Val Trp Ser 
210 215 220 

Leu Gly He Thr Met He Glu Met Ala He Leu Arg Phe Pro Tyr Glu 
225 230 235 240 

Ser Trp Gly Thr Pro Phe Gin Gin Leu Lys Gin Val Val Glu Glu Pro 

245 " 250 255 

Ser Pro Gin Leu Pro Ala Asp Arg Phe Ser Pro Glu Phe Val Asp Phe 
260 265 270 

Thr Ala Gin Cys Leu Arg Lys Asn Pro Ala Glu Arg Met Ser Tyr Leu 
275 280 285 

— Glu-Leu-Met-Glu-His-Pro-PhePhe-Thr-Leu-His-Lys-Thr-Lys-Lys-Thr- 
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290 295 300 

Asp He Ala Ala Phe Val Lys Lys He Leu Gly Glu Asp Ser 
305 310 315 



<210> 37 
<211> 379 
<212> PRT . 
<213> Homo sapiens 

<400> 37 

Met Ala Ala Ala Ala Ala Gin Gly Gly Gly Gly Gly Glu Pro Arg Arg 
1 5 10 15 

Thr Glu Gly Val Gly Pro Gly Val Pro Gly Glu Val Glu Met Val Lys 
20 25 30 

Gly Gin Pro Phe Asp Val Gly Pro Arg Tyr Thr Gin Leu Gin Tyr He 
35 40 45 

Gly Glu Gly Ala Tyr Gly Met Val Ser Ser Ala Tyr Asp His Val Arg 
50 55 60 



Lys Thr Arg Val Ala He Lys Lys He Ser Pro Phe Glu His Gin Thr 
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Tyr Cys Gin Arg Thr Leu Arg Glu He Gin He Leu Leu Arg Phe Arg 
85 90 95 

His Glu Asn Val He Gly lie Arg Asp He Leu Arg Ala Ser Thr Leu 
100 105 . 110 

Glu Ala Met Arg Asp Val Tyr He Val Gin Asp Leu Met Glu Thr Asp 
115 120 125 

Leu Tyr Lys Leu Leu Lys Ser Gin Gin Leu Ser Asn Asp His He Cys 
130 135 140 

Tyr Phe Leu Tyr Gin He Leu Arg Gly Leu Lys Tyr He His Ser Ala 
145 150 155 160 

Asn Val Leu His Arg Asp Leu Lys Pro Ser Asn Leu Leu Ser Asn Thr 
165 170 175 

Thr Cys Asp Leu Lys He Cys Asp Phe Gly Leu Ala Arg He Ala Asp 
180 185 190 

Pro Glu His Asp His Thr Gly Phe Leu Thr Glu Tyr Val Ala Thr Arg 
195 200 205 



=Trp-Tyr-Arg-Ala-Pro-Glu-I-le-Met-Leu-Asn-Ser-Lys-Gly-Tyr-Thr-Lys 
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210 215 220 

Ser He Asp He Trp Ser Val Gly Cys He Leu Ala Glu Met Leu Ser 
225 230 235 240 

Asn Arg Pro He Phe Pro Gly Lys His Tyr Leu Asp Gin Leu Asn His 

245 250 255 

He Leu Gly He Leu Gly Ser Pro Ser Gin Glu Asp Leu Asn Cys He 
260 265 270 

He Asn Met Lys Ala Arg Asn Tyr Leu Gin Ser Leu Pro Ser Lys Thr 
275 280 285 

Lys Val Ala Trp Ala Lys Leu Phe Pro Lys Ser Asp Ser Lys Ala Leu 
290 295 300 

Asp Leu Leu Asp Arg Met Leu Thr Phe Asn Pro Asn Lys Arg He Thr 
305 310 315 320 

Val Glu Glu Ala Leu Ala His Pro Tyr Leu Glu Gin Tyr Tyr Asp Pro 
325 330 335 

Thr Asp Glu Pro Val Ala Glu Glu Pro Phe Thr Phe Ala Met Glu Leu 
340 345 350 
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Asp Asp Leu Pro Lys Glu Arg Leu Lys Glu Leu He Phe Gin Glu Thr 
355 360 365 

Ala Arg Phe Gin Pro Gly Val Leu Glu Ala Pro 
370 375 

<210> 38 
<211> 648 
<212> PRT 
<213> Homo sapiens 

<400> 38 

Met Glu His He Gin Gly Ala Trp Lys Thr He Ser Asn Gly Phe Gly 
15 10 15 

Phe Lys Asp Ala Val Phe Asp Gly Ser Ser Cys He Ser Pro Thr He 
20 25 30 

Val Gin Gin Phe Gly Tyr Gin Arg Arg Ala Ser Asp Asp Gly Lys Leu 
35 40 , 45 

Thr Asp Pro Ser Lys Thr Ser Asn Thr He Arg Val Phe Leu Pro Asn 
50 55 60 

Lys-Gln Arg-Thr Val" Val-Asn-Val Arg~Asn Gly Met Ser Leu-His~Asp 
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65 70 75 80 

Cys Leu Met Lys Ala Leu Lys Val Arg Gly Leu Gin Pro Glu Cys Cys 
85 90 95 

Ala Val Phe Arg Leu Leu His Glu His Lys Gly Lys Lys Ala Arg Leu 
100 105 110 

Asp Trp Asn Thr Asp Ala Ala Ser Leu He Gly Glu Glu Leu Gin Val 
115 120 125 

Asp Phe Leu Asp His Val Pro Leu Thr Thr His Asn Phe Ala Arg Lys 
130 135 140 

Thr Phe Leu Lys Leu Ala Phe Cys Asp He Cys Gin Lys Phe Leu Leu 
145 150 155 160 

Asn Gly Phe Arg Cys Gin Thr Cys Gly Tyr Lys Phe His Glu His Cys 
165 170 i75 

Ser Thr Lys Val Pro Thr Met Cys Val Asp Trp Ser Asn He Arg Gin 
180 185 190 



Leu Leu Leu Phe Pro Asn Ser Thr He Gly Asp Ser Gly Val Pro Ala 
195 200 205 



WO 01/09345 



PCT/JP00/0S060 



153/268 

Leu Pro Ser Leu Thr Met Arg Arg Met Arg Glu Ser Val Ser Arg Met 
210 . 215 220 

Pro Val Ser Ser Gin His Arg Tyr Ser Thr Pro His Ala Phe Thr Phe 
225 230 235 240 

Asn Thr Ser Ser Pro Ser Ser Glu Gly Ser Leu Ser Gin Arg Gin Arg 
245 . 250 255 

Ser Thr Ser Thr Pro Asn Val His Met Val Ser Thr Thr Leu Pro Val 
260 265 270 

Asp Ser Arg Met lie Glu Asp Ala He Arg Ser His Ser Glu Ser Ala 
275 , 280 285 

Ser Pro Ser Ala Leu Ser Ser Ser Pro Asn Asn Leu Ser Pro Thr Gly 

290 295 300 

Trp Ser Gin Pro Lys Thr Pro Val Pro Ala Gin Arg Glu Arg Ala Pro 
305 310 315 320 

Val Ser Gly Thr Gin Glu Lys Asn Lys He Arg Pro Arg Gly Gin Arg 

325 _ 330 335 

Asp Ser Ser Tyr Tyr Trp Glu He Glu Ala Ser Glu Val Met Leu Ser 
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Thr Arg He Gly Ser Gly Ser Phe Gly Thr Val Tyr Lys Gly Lys Trp 
355 360 365 

His Gly Asp Val Ala Val Lys He Leu Lys Val Val Asp Pro thr Pro 
370 375 380 

Glu Gin Phe Gin Ala Phe Arg Asn Glu Val Ala Val Leu Arg Lys Thr 
385 390 395 400 

Arg His Val Asn He Leu Leu Phe Met Gly Tyr Met Thr Lys Asp Asn 
405 410 415 

Leu Ala He Val Thr Gin Trp Cys Glu Gly Ser Ser Leu Tyr Lys His 
420 425- 430 

Leu His Val Gin Glu Thr Lys Phe Gin Met_ Phe Gin Leu He Asp He 
435 440 445 

Ala Arg Gin Thr Ala Gin Gly Met Asp Tyr Leu His Ala Lys Ash He 
450 455 460 

He His Arg Asp Met Lys Ser Asn Asn He Phe Leu His Glu Gly Leu 
465 470 475 480 

Thr-Val-Lys-Ile-Gly Asp-Phe- Gly-Leu-Ala-Thr' Val-Lys-Ser-Arg-Trp- 
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485 v 490 495 

Ser Gly Ser Gin Gin Val Glu Gin Pro Thr Gly Ser Val Leu Trp Met 

500 505 510 

Ala Pro Glu Val He Arg Met Gin Asp Asn Asn Pro Phe Ser Phe Gin 

515 520 525 

Ser Asp Val Tyr Ser Tyr Gly He Val Leu Tyr Glu Leu Met Thr Gly 
530 535 540 

Glu Leu Pro Tyr Ser His He Asn Asn Arg Asp Gin He He Phe Met 
545 550 555 560 

Val Gly Arg Gly Tyr Ala Ser Pro Asp Leu Ser Lys Leu Tyr Lys Asn 
565 570 575 



Cys Pro Lys Ala Met Lys - Arg Leu Val Ala Asp Cys Val Lys Lys Val 

580 585 590 

Lys Glu Glu Arg Pro Leu Phe Pro Gin He Leu Ser Ser He Glu Leu 

595 600 605 



Leu Gin His Ser Leu Pro Lys He Asn Arg Ser Ala Ser Glu Pro Ser 
610 615 620 
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Leu His Arg Ala Ala His Thr Glu Asp lie Asn Ala Cys Thr Leu Thr 
625 630 635 640 

Thr Ser Pro Arg Leu Pro Val Phe 
645 



<210> 39 
<211> 480 
<212> PRT 

<213> Homo sapiens 
<400> 39 

Met Ser Asp Val Ala He Val Lys Glu Gly Trp Leu His Lys Arg Gly 
15 10 15 

Glu Tyr lie Lys Thr Trp Arg Pro Arg Tyr Phe Leu Leu Lys Asn Asp 
20 25 30 

Gly Thr Phe He Gly Tyr Lys Glu Arg Pro Gin Asp Val Asp Gin Arg 
35 40 45 

Glu Ala Pro Leu Asn Asn Phe Ser Val Ala Gin Cys Gin Leu Met Lys 
50 55 60 



Thr -Glu- Arg-Pro-Arg-Pro-Asn-Thr Phe-Ile- lie- Arg-Cys Leu-Gin-Trp 
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65 70 75 80 

Thr Thr Val He Glu Arg Thr Phe His Val Glu Thr Pro Glu Glu Arg 
85 90 95 

Glu Glu Trp Thr Thr Ala He Gin Thr Val Ala Asp Gly Leu Lys Lys 
100 105 liO 

Gin Glu Glu Glu Glu Met Asp Phe Arg Ser Gly Ser Pro Ser Asp Asn 
115 120 125 

Ser Gly Ala Glu Glu Met Glu Val Ser Leu Ala Lys Pro Lys His Arg 
130 135 140 

Val Thr Met Asn Glu Phe Glu Tyr Leu Lys Leu Leu Gly Lys Gly Thr 
145 150 155 160 



Phe Gly Lys Val He Leu Val Lys Glu Lys Ala Thr Gly Arg Tyr Tyr 
165 170 175 

Ala Met Lys He Leu Lys Lys Glu Val lie Val Ala Lys Asp Glu Val 
180 185 190 

Ala His Thr Leu Thr Glu Asn Arg Val Leu Gin Asn Ser Arg His Pro 
195 200 205 
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Phe Leu Thr Ala Leu Lys Tyr Ser Phe Gin Thr His Asp Arg Leu Cys 

210 215 . 220 

Phe Val Met Glu Tyr Ala Asn Gly Gly Glu Leu Phe Phe His Leu Ser 
225 230 235 240 

Arg Glu Arg Val Phe Ser Glu Asp Arg Ala Arg Phe Tyr Gly Ala Glu 
245 .250 255 

lie Val Ser Ala Leu Asp Tyr Leu His Ser Glu Lys Asn Val Val Tyr 
260 265 270 

Arg Asp Leu Lys Leu Glu Asn Leu Met Leu Asp Lys Asp Gly His He 
275 280 285 

Lys lie Thr Asp Phe Gly Leu Cys Lys Glu Gly He Lys Asp Gly Ala 

290 295 300 _ 

Thr Met Lys Thr Phe Cys Gly Thr Pro Glu Tyr Leu Ala Pro Glu Val 
305 310 315 320 

Leu Glu Asp Asn Asp Tyr Gly Arg Ala Val Asp Trp Trp Gly Leu Gly 
325 330 335 



Val Val Met Tyr Glu Met Met Cys Gly Arg Leu Pro Phe Tyr Asn Gin 

L 340 — 345 .350 
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Asp His Glu Lys Leu Phe Glu Leu Me Leu Met Glu Glu lie Arg Phe 
355 360 365 

Pro Arg Thr Leu Gly Pro Glu Ala Lys Ser Leu Leu Ser Gly Leu Leu 
370 375 380 

Lys Lys Asp Pro Lys Gin Arg Leu Gly Gly Gly Ser Glu Asp Ala Lys 
385 390 395 400 

Glu He Met Gin His Arg Phe Phe Ala Gly He Val Trp Gin His Val 
405 410 415 

Tyr Glu Lys Lys Leu Ser Pro Pro Phe Lys Pro Gin Val. Thr Ser Glu 
420 425 ' 430 

Thr .Asp. Thr _ Argjyr Phe.Asp.Glu_ Glu Phe Thr Ala Gin Met Jle_Thr 
435 440 445 

lie Thr Pro Pro Asp Gin Asp Asp Ser Met Glu Cys Val Asp Ser Glu 
450 455 460 

j 

Arg Arg Pro His Phe Pro Gin Phe Ser Tyr Ser Ala Ser Ser Thr Ala 
465 470 475 480 
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<210> 40 
<211> 724 
<212> PRT 
<213> Homo sapiens 

<400> 40 

Met Ser Ala Glu Gly Tyr Gin Tyr Arg Ala Leu Tyr Asp Tyr Lys Lys 
1 5 10 15 

Glu Arg Glu Glu Asp lie Asp Leu His Leu Gly Asp He Leu Thr Val 
20 '25 30 

Asn Lys Gly Ser Leu Val Ala Leu Gly Phe Ser Asp Gly Gin Glu Ala 

35. .40 45 



Arg Pro Glu Glu He Gly Trp Leu Asn Gly Tyr Asn Glu Thr Thr Gly 
50 55 60 

Glu Arg Gly Asp Phe Pro Gly Thr Tyr Val Glu Tyr He Gly Arg Lys 

65 . 70 75 80 



Lys He Ser Pro Pro Thr Pro Lys Pro Arg Pro Pro Arg Pro Leu Pro 

85 90 95 
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Val Ala Pro Gly Ser Ser Lys Thr Glu Ala Asp Val Glu Gin Gin Ala 
100 105 110 

Leu Thr Leu Pro Asp Leu Ala Glu Gin Phe Ala Pro Pro Asp He Ala 
115 120 125 

Pro Pro Leu Leu lie Lys Leu Val Glu Ala lie Glu Lys Lys Gly Leu 
130 135 140 

Glu Cys Ser Thr Leu Tyr Arg Thr Gin Ser Ser Ser Asn Leu Ala Glu 
145 150 155 160 

Leu Arg Gin Leu Leu Asp Cys Asp Thr Pro Ser Val Asp Leu Glu Met 
165 170 175 / 

..I l.e. Asp_Val ; His. Val. Leu Ala Jsp_ Ala Phe_Lys .Arg Jyr. Leu Lju Asp_ 
-■ ~ 180 185 190 



Leu Pro Asn Pro Val lie Pro Ala Ala Val Tyr Ser Glu Met He Ser '" 
195 200 205 

Leu Ala Pro Glu Val Gin Ser Ser Glu Glu Tyr He Gin Leu Leu Lys 
210 215 220 



LyTLeuni^ArFSeTTrrS^ 
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225 230 235 240 

Gin Tyr Leu Leu Lys His Phe Phe Lys Leu Ser Gin Thr Ser Ser Lys 
245 250 255 

Asn Leu Leu Asn Ala Arg Val Leu Ser Glu He Phe Ser Pro Met Leu 
260 265 270 



Phe Arg Phe Ser Ala Ala Ser Ser Asp Asn Thr Glu Asn Leu lie Lys 
275 280 285 

Val lie Glu He Leu He Ser Thr Glu Trp Asn Glu Arg Gin Pro Ala 
290 295 300 

Pro Ala Leu Pro Pro Lys Pro Pro Lys Pro thr Thr Val Ala Asn Asn 
305 310 315 320 

Gly Met Asn Asn Asn Met Ser Leu Gin Asn Ala Glu Trp Tyr Trp Gly 

325 330 ... '. 335 

Asp He Ser Arg Glu Glu Val Asn Glu Lys Leu Arg Asp Thr Ala Asp 
340 345 350 

Gly Thr Phe Leu Val Arg Asp Ala Ser Thr Lys Met His Gly Asp Tyr 
355 360 365 
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thr Leu Thr Leu Arg Lys Gly Gly Asn Asn Lys Leu lie Lys He Phe 
370 375 380 

His Arg Asp Gly Lys Tyr Gly Phe Ser Asp Pro Leu Thr Phe Ser Ser 
385 390 395 400 

Val Val Glu Leu He Asn His Tyr Arg Asn Glu Ser Leu Ala Gin Tyr 
405 410 415 

Asn Pro Lys Leu Asp Val Lys Leu Leu Tyr Pro Val Ser Lys Tyr Gin 
420 425 430 

Gin Asp Gin Val Val Lys Glu Asp Asn lie Glu Ala Val Gly Lys Lys 
435 440 445 

Leu His Glu Tyr Asn Thr Gin Phe Gin Glu Lys Ser Arg Glu Tyr Asp 

450 _455 460_ 

. . . . . •.. , .. •.. ... ,'. .. . ...... . t 

Arg Leu Tyr Glu Glu Tyr Thr Arg Thr Ser Gin Glu He Gin Met Lys 
465 470 475" 480 

Arg Thr Ala He Glu Ala Phe Asn Glu Thr He Lys lie Phe Glu Glu 

485 490 495 

Gin Cys Gin Thr Gin Glu Arg Tyr Ser Lys Glu Tyr He Glu Lys Phe 
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Lys Arg Glu Gly Asn Glu Lys Glu He Gin Arg He Met His Asn Tyr 
515 520 525 

Asp Lys Leu Lys Ser Arg lie Ser Glu lie He Asp Ser Arg Arg Arg 
530 535 540 

Leu Glu Glu Asp LeU Lys Lys Gin Ala Ala Glu Tyr Arg Glu He Asp 
545 550 555 560 

Lys Arg Met Asn Ser lie Lys Pro Asp Leu He Gin Leu Arg Lys Thr 
565 ' 570 575 

Arg Asp Gin Tyr Leu Met Trp Leu Thr Gin Lys Gly Val Arg Gin Lys 
580 585 590 

Lys_Leu_ A_sn_Glu Trp Leu JJly Asn 61u_Asnjrhr_Glu Asp _Gln Tyr ^ Ser 
595 600 " 605 

"Leu Val Glu Asp Asp Glu Asp Leu Pro His His "Asp Glu Lys Thr Trp 
610 615 620 

/ 

■ 1 

Asn" Val Gly Ser Ser Asn Arg Asn Lys Ala Glu Asn Leu Leu Arg Gly 
625 630 635 640 

Lys "Arg Asp-Gly Thr Phe Leu" VahArg Glu-SerSer Lys Gin Gly Cys - 
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645 650 655 

Tyr Ala Cys Ser Val Val Val Asp Gly Glu Val Lys His Cys Val lie 
660 665 / 670 

Asn Lys Thr Ala Thr Gly Tyr Gly Phe Ala Glu Pro Tyr Asn Leu Tyr 

675 680 685 

Ser Ser Leu Lys Glu Leu Val Leu His Tyr Gin His Thr Ser Leu Val 
690 ,695 700 

Gin His Asn Asp Ser Leu Asn Val Thr Leu Ala Tyr Pro Val Tyr Ala 
705 710 715 720 

Gin Gin Arg Arg 



<210> 41 
<211> 3056 
<212> PRT 

<213> Homo sapiens 



<400> 41 

Met Ser Leu Val Leu Asn Asp Leu Leu He Cys Cys Arg Gin Leu Glu 
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His Asp Arg Ala Thr Glu Arg Lys Lys Glu Val Glu Lys Phe Lys Arg 
20 25 30 

Leu He Arg Asp Pro Glu Thr lie Lys His Leu Asp Arg His Ser Asp 

35 40 y 45 

Ser Lys Gin Gly Lys Tyr Leu Asn Trp Asp Ala Val Phe Arg Phe Leu 
50 55 60 

Gin Lys Tyr He Gin Lys Glu Thr Glu Cys Leu Arg lie Ala Lys Pro 
65 70 75 80 

Asn Val Ser Ala Ser Thr Gin Ala Ser Arg Gin Lys Lys Met Gin Glu 
85 90 95 

Jle Ser Ser Leu Val .Lys. Tyr Phe I le Lys Cys Ala Asn Arg Arg Ala 
100 " 105 110 

Pro Arg Leu Lys Cys Gin Glu Leu Leu Asn Tyr lie Met Asp Thr Val 
115 120 125 

Lys Asp Ser Ser Asn Gly Ala He Tyr Gly Ala Asp Cys Ser Asn He 
130 135 140 



-Leu~Leu-Lys-Asp~Tre-L-eu-Ser-Val-Arg-Lys-Tyr-Trp-Cys-Glu--He-Ser 
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145 150 155 160 

Gin Gin Gin Trp Leu Glu Leu Phe Ser Val Tyr Phe Arg Leu Tyr Leu 
165 170 175 

Lys Pro Ser Gin Asp Val His Arg Val Leu Val Ala Arg lie He His 

180 185 190 

Ala Val Thr Lys Gly Cys Cys Ser Gin Thr Asp Gly Leu Asn Ser Lys 
195 200 205 

Phe Leu Asp Phe Phe Ser Lys Ala He Gin Cys Ala Arg Gin Glu Lys 
210 215 220 

Ser Ser Ser Gly Leu Asn His He Leu Ala Ala Leu Thr He Phe Leu 
225 230 235 240 

Lys Thr Leu Ala Val Asn Phe Arg He Arg Val Cys Glu Leu Gly Asp 
245 250 . 255 

Glu He Leu Pro Thr Leu Leu Tyr He Trp Thr Gin His Arg Leu Asn 
260 265 270 



Asp Ser Leu Lys Glu Val He lie Glu Leu Phe Gin Leu Gin He Tyr 
275 280 285 
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lie His His Pro Lys Gly Ala Lys Thr Gin Glu Lys Gly Ala Tyr Glu 
290 295 300 

Ser Thr Lys Trp Arg Ser He Leu Tyr Asn Leu Tyr Asp Leu Leu Val 
305 310 315 320 

Asn Glu lie Ser His lie Gly Ser Arg Gly Lys Tyr Ser Ser Gly Phe 
325 330 335 

Arg Asn He Ala Val Lys Glu Asn Leu lie Glu Leu Met Ala Asp lie 
340 345 350 

Cys His Gin Val Phe Asn Glu Asp Thr Arg Ser Leu Glu He Ser Gin 
355 360 365 

Ser Tyr Thr Thr Thr Gin Arg Glu Ser Ser Asp Tyr Ser Val Pro Cys 

370 375 380 

Lys Arg Lys Lys lie Glu Leu Gly Trp Glu Val He Lys Asp His Leu 
385 ~ 390 - 395 400 

Gin Lys Ser Gin Asn Asp Phe Asp Leu Val Pro Trp Leu Gin He Ala 
405 410 415 

Thr Gin Leu He Ser Lys Tyr Pro Ala Ser Leu Pro Asn Cys Glu Leu 
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Ser Pro Leu Leu Met He Leu Ser Gin Leu Leu Pro Gin Gin Arg His 
435 440 445 

Gly Glu Arg Thr Pro Tyr Val Leu Arg Cys Leu Thr Glu Val Ala Leu 
450 455 460 

Cys Gin Asp Lys Arg Ser Asn Leu Glu Ser Ser Gin Lys Ser Asp Leu 
465 , 470 475 480 

Leu Lys Leu f rp Asn Lys He Trp Cys He Thr Phe Arg Gly He Ser 
485 490 495 

Ser Glu Gin He Gin Ala Glu Asn Phe Gly Leu Leu Gly Ala He lie 
500 505 510 

Gin Gly _Ser Leu Val Glu Val Asp_Arg_ Glu Phe Trp Lys Leu Phe Thr 

- 515 - 520 525 

Gly Ser Ala Cys Arg Pro Ser Cys Pro Ala Val Cys Cys Leu Thr Leu 
530 535 540 

Ala Leu Thr Thr Ser He Val Pro Gly Ala Val Lys Met Gly He Glu 
545 550 555 560 

Gin Asn Met Cys Glu Val -Asn Arg Ser Phe Ser Leu Lys Glu Ser He- - 
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. 565 570 575 

Met Lys Trp Leu Leu Phe Tyr Gin Leu Glu Gly Asp Leu Glu Asn Ser 
580 , 585 590 

Thr Glu Val Pro Pro lie Leu His Ser Asn Phe Pro His Leu Val Leu ' 

595 600 605 • 

Glu Lys He Leu Val Ser Leu Thr Met Lys Asn Cys Lys Ala Ala Met 
610 615 620 

Asn Phe Phe Gin Ser Val Pro Glu Cys Glu His His Gin Lys Asp Lys 
625 630 635 . 640 

Glu Glu Leu Ser Phe Ser Glu Val Glu Glu Leu Phe Leu Gin Thr Thr 
645 650 655 

Phe Asp Lys Met Asp Phe Leu Thr He Val Arg Glu Cys Gly He Glu 
660 665 . 670 



Lys His Gin Ser Ser He Gly Phe Ser Val His Gin Asn Leu Lys Glu 
675 680 685 

Ser Leu Asp Arg Cys Leu Leu Gly Leu Ser Glu Gin Leu Leu Asn Asn 
690 '695 700 
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Tyr Ser Ser Glu He Thr Asn Ser Glu Thr Leu Val Arg Cys Ser Arg 
705 710 715 720 

Leu Leu Val Gly Val Leu Gly Cys Tyr Cys Tyr Met Gly Val He Ala 
725 ' 730 735 

Glu Glu Glu Ala Tyr Lys Ser Glu Leu Phe Gin Lys Ala Asn Ser Leu 
740 745 750 

Met Gin Cys Ala Gly Glu Ser He Thr Leu Phe Lys Asn Lys Thr Asn 
755 760 765 

Glu Glu Phe Arg He Gly Ser Leu Arg Asn Met Met Gin Leu Cys Thr 
770 775 780 

Arg Cys Leu Ser Asn Cys Thr Lys Lys Ser Pro Asn Lys He Ala Ser 

785 790 _ 795 _ 800 

Gly Phe Phe Leu Arg Leu Leu Thr Ser Lys Leu Met Asn Asp He Ala 
805 810 815 

Asp He Cys Lys Ser Leu Ala Ser Phe He Lys Lys Pro Phe Asp Arg 
.820 825 830 



Gly Glu Val Glu Ser Met Glu Asp Asp Thr Asn Gly Asn Leu Met Glu 

-835— 840 845 
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Val Glu Asp Gin Ser Ser Met Asn Leu Phe Asn Asp Tyr Pro Asp Ser 
850 855 860 

Ser Val Ser Asp Ala Asn Glu Pro Gly Glu Ser Gin Ser Thr lie Gly 
865 870 875 880 

Ala lie Asn Pro Leu Ala Glu Glu Tyr Leu Ser Lys Gin Asp Leu Leu 
885 , 890 895 

Phe Leu Asp Met Leu Lys Phe Leu Cys Leu Cys Val Thr Thr Ala Gin 
900 905 910 

Thr Asn Thr Val Ser Phe Arg Ala Ala Asp lie Arg Arg Lys Leu Leu 
915 920 925 

Met -Leu. He Asp .Ser. Ser .Thr Leu Glu Pro Thr Lys Ser Leu His Leu 
930 935 940 " 

His Met Tyr Leu Met Leu Leu Lys Glu Leu Pro Gly Glu Glu Tyr Pro 
945 950 955 960 

Leu Pro Met Glu Asp Val Leu Glu Leu Leu Lys Pro Leu Ser Asn Val 
965 970 975 



Cys"Sef Leu "Tyr" Arg Arg~ Asp ~Gln~Asp r Val Cys Lys Thr -l ie- Leu-Asn 
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980 985 990 

His Val Leu His Val Val Lys Asn Leu Gly Gin Ser Asn Met Asp Ser 
995 1000 1005 

Glu Asn Thr Arg Asp Ala Gin Gly Gin Phe Leu Thr Val He Gly Ala 
1010 1015 1020 

Phe Trp His Leu Thr Lys Glu Arg Lys Tyr He Phe Ser Val Arg Met 
1025 1030 1035 1040 

Ala Leu Val Asn Cys LeU Lys Thr Leu Leu Glu Ala Asp Pro Tyr Ser 
1045 1050 1055 

Lys Trp Ala He Leu Asn Val Met Gly Lys Asp Phe Pro Val Asn Glu 
1060 1065 1070 

Val Phe Thr Gin Phe Leu Ala Asp Asn His His Gin Val Arg Met Leu 
1075 .1080 1085 

Ala Ala Glu Ser lie Asn Arg Leu Phe Gin Asp Thr Lys Gly Asp Ser 
1090 1095 1100 



Ser Arg Leu Leu Lys Ala Leu Pro Leu Lys Leu Gin Gin Thr Ala Phe 
1105 1110 1115 1120 
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Glu Asn Ala Tyr Leu Lys Ala Gin Glu Gly Met Arg Glu Met Ser His 
1125 1130 . 1135 

Ser Ala Glu Asn Pro Glu Thr Leu Asp Glu He Tyr Asn Arg Lys Ser 
1140 1145 ' 1150 

Val Leu Leu Thr Leu lie Ala Vai Vai Leu Ser Cys Ser Fro lie Cys 
1155 1160 1165 

Glu Lys Gin Ala Leu Phe Ala Leu Cys Lys Ser Val Lys Glu Asn Gly 
, 1170 1175 1180 

Leu Glu Pro His Leu Val Lys Lys Val Leu Glu Lys Val Ser Glu Thr 
1185 1190 1195 1200 

Phe Gly Tyr Arg Arg Leu Glu Asp Phe Met Ala Ser His Leu Asp Tyr 
1205 1210 1215 



Leu Val Leu Glu Trp Leu Asn Leu Gin Asp Thr Glu Tyr Asn Leu Ser 
1220 1225 1230 

Ser Phe Pro Phe lie Leu Leu Asn Tyr Thr Asn He Glu Asp Phe Tyr 
1235 1240 1245 

Arg Ser Cys Tyr Lys Val Leu lie Pro His Leu Val lie Arg Ser His 
— 1250 1255 1260 
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Phe Asp Glu Val Lys Ser He Ala Asn Gin He Gin Glu Asp Trp Lys 
1265 1270 1275 1280 

Ser Leu Leu Thr Asp Cys Phe Pro Lys lie Leu Val Asn He Leu Pro 
1285 1290 1295 

Tyr Phe Ala Tyr Glu Gly Thr Arg Asp Ser Gly Met Ala Gin Gin Arg 
1300 1305 1310 

Glu Thr Ala Thr Lys Val Tyr Asp Met Leu Lys Ser Glu Asn Leu Leu 
1315 1320 1325 

Gly Lys Gin lie Asp His Leu Phe He Ser Asn Leu Pro Glu He Val 
1330 1335 1340 

Val Glu Leu Leu Met Thr Leu His Glu Pro Ala Asn Ser Ser Ala Ser 
1345 1350 1355 1360 

Gin Ser Thr Asp Leu Cys Asp Phe Ser Gly Asp Leu Asp Pro Ala Pro 
1365 1370 1375 

Asn Pro Pro His Phe Pro Ser His Val He Lys Ala Thr Phe Ala Tyr 
1380 1385 1390 



-He-Ser Asn Cys-His-Lys-Thr-Lys-Leu-Lys-Ser ile Leu-Glu-Ile-Leu 
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1395 1400 1405 

Ser Lys Ser Pro, Asp Ser Tyr Gin Lys lie Leu Leu Ala He Cys Glu 
1410 1415 1420 

Gin Ala Ala Glu Thr Asn Asn Val Tyr Lys Lys His Arg He Leu Lys 
1425 1430 1435 1440 

lie Tyr His Leu Phe Val Ser Leu Leu Leu Lys Asp He Lys Ser Gly 
1445 1450 1455 

Leu Gly Gly Ala Trp Ala Phe Val Leu Arg Asp Val He Tyr Thr Leu 
1460 1465 1470 

He His Tyr He Asn Gin Arg Pro Ser Cys He Met Asp Val Ser Leu 
1475 1480 1485 



Arg Ser Phe Ser Leu Cys Cys' Asp Leu Leu Ser Gin Val Cys Gin Thr 
1490 1495 1500 

Ala Val Thr Tyr Cys Lys Asp Ala Leu Glu Asn His Leu His Val He 
1505 1510 1515 1520 

Val Gly Thr Leu He Pro Leu Val Tyr Glu Gin Val Glu Val Gin Lys 
1525 1530 1535 
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Gin Val Leu Asp Leu Leu Lys Tyr Leu Val He Asp Asn Lys Asp Asn 
1540 1545 1550 

Glu Asn Leu Tyr lie Thr He Lys Leu Leu Asp Pro Phe Pro Asp His 
1555 1560 1565 

Val Val Phe Lys Asp Leu Arg He Thr Gin Gin Lys He Lys Tyr Ser 
1570 1575 1580 

Arg Gly Pro Phe Ser Leu Leu Glu Glu He Asn His Phe Leu Ser Val 
1585 1590 1595 1600 

Ser Val Tyr Asp Ala Leu Pro Leu Thr Arg Leu Glu Gly Leu Lys Asp 
1605 1610 1615 

Leu Arg Arg Gin Leu Glu Leu His Lys Asp Gin Met Val Asp He Met 
1620 _1625_ _1_630 

Arg Ala Ser Gin Asp Asn Pro Gin Asp Gly He Met Val Lys Leu Val 
1635 1640 1645 

Val Asn Leu Leu Gin Leu Ser Lys Met Ala He Asn His Thr Gly Glu 
1650 1655 1660 

Lys Glu Val Leu Glu Ala Val Gly Ser Cys Leu Gly Glu Val Gly Pro 
-1665 1670 ' 1675 1680- 
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lie Asp Phe Ser Thr lie Ala He Gin His Ser Lys Asp Ala Ser Tyr 
1685 1690 1695 

Thr Lys Ala Leu Lys Leu Phe Glu Asp Lys Glu Leu Gin Trp Thr Phe 
1700 1705 1710 

lie Met Leu Thr Tyr Leu Asn Asn Thr Leu Val Glu Asp Cys Val Lys 
1715 1720 1725 

Val Arg Ser Ala Ala Val Thr Cys Leu Lys Asn He Leu Ala Thr Lys 
1730 1735 1740 

Thr Gly His Ser Phe Trp Glu He Tyr Lys Met Thr Thr Asp Pro Met 
1745 1750 1755 1760 

Leu Ala Tyr_Leu Gin Pro Phe . Arg Thr Ser Arg Lys Lys Phe Leu Glu 
1765 1770 - ' 1775 

Val Pro Arg Phe Asp Lys Glu Ash Pro Phe Glu Gly Leu Asp Asp He 
1780 ' 1785 1790 

Asn Leu Trp He Pro Leu Ser Glu Asn His Asp lie Trp He Lys Thr 
1795 1800 1805 



L©rThr~(^s~Ala:Phe*L^ 
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1810 1815 1820 

Gin Leu Leu Lys Pro Met Cys Glu Val Lys Thr Asp Phe Cys Gin Thr 
1825 1830 1835 1840 

Val Leu Pro Tyr Leu lie His Asp lie Leu Leu Gin Asp Thr Asn Glu 
1845 1850 1855 

Ser Trp Arg Asn Leu Leu Ser Thr His Val Gin Gly Phe Phe Thr Ser 
I860- 1865 . 1870 

Cys Leu Arg His Phe Ser Gin Thr Ser Arg Ser Thr Thr Pro Ala Asn 
1875 1880 1885 

Leu Asp Ser Glu Ser Glu His Phe Phe Arg Cys Cys Leu Asp Lys Lys 
1890 1895 1900 

Ser Gin Arg Thr Met Leu Ala Val Val Asp Tyr Met Arg Arg Gin Lys 
1905 1910 1915 1920 

Arg Pro Ser Ser Gly Thr He Phe Asn Asp Ala Phe Trp Leu Asp Leu 
1925 1930 1935 

Asn Tyr Leu Glu Val Ala Lys Val Ala Gin Ser Cys Ala Ala His Phe 
1940 1945 1950 
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Thr Ala Leu Leu Tyr Ala Glu He Tyr Ala Asp Lys Lys Ser Met Asp 
1955 1960 1965 

Asp Gin Glu Lys Arg Ser Leu Ala Phe Glu Glu Gly Ser Gin Ser Thr 
1970 1975 1980 

Thr He Ser Ser Leu Ser Glu Lys Ser Lys Glu Glu Thr Gly He Ser 
1985 1990 1995 2000 

Leu Gin Asp Leu Leu Leu Glu He Tyr Arg Ser He Gly Glu Pro Asp 
2005 2010 2015 

Ser Leu Tyr Gly Cys Gly Gly Gly Lys Met Leu Gin Pro He Thr Arg 
2020 2025 2030 

Leu Arg Thr Tyr Glu His Glu Ala Met Trp Gly Lys Ala Leu Val Thr 
2035 2040 2045 

Tyr Asp Leu Glu Thr Ala He Pro Ser Ser Thr Arg Gin Ala Gly He 
2050 2055 2060 - 

He Gin Ala Leu Gin Asn Leu Gly Leu Cys His He Leu Ser Val Tyr 
2065 2070 2075 2080 



Leu Lys Gly Leu Asp Tyr Glu Asn Lys Asp Trp Cys Pro Glu Leu Glu 
2085— -2090 2095 
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Glu Leu His Tyr Gin Ala Ala Trp Arg Asn Met Gin Trp Asp His Cys 
2100 2105 2110 

Thr Ser Val Ser Lys Glu Val Glu Gly Thr Ser Tyr His Glu Ser Leu 
2115 2120 2125 

Tyr Asn Ala Leu Gin Ser Leu Arg Asp Arg Glu Phe Ser Thr Phe Tyr 
2130 2135 2140 

Glu Ser Leu Lys Tyr Ala Arg Val Lys Glu Val Glu Glu Met Cys Lys 
2145 * 2150 2155 2160 

( 

Arg Ser Leu Glu Ser Val Tyr Ser Leu Tyr Pro Thr Leu Ser Arg Leu 
2165 2170 2175 

Gin Ala He Gly Glu Leu Glu Ser lie Gly Glu Leu Phe Ser Arg Ser 
2180 2185 2190 

Val Thr His Arg Gin Leu Ser Glu Val Tyr He Lys Trp Gin Lys His 
2195 2200 2205 

Ser Gin Leu Leu Lys Asp Ser Asp Phe Ser Phe Gin Glu Pro He Met 
2210 2215 2220 

Ala~Leu-Arr Thr-Val He-LwGlu lle-Leu-Met-Glu Lys~Glu-Met-Asp — • 
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2225 2230 2235 2240 

Asn Ser Gin Arg Glu Cys He Lys Asp He Leu Thr Lys His Leu Val 
2245 2250 2255 

Glu Leu Ser lie Leu Ala Arg Thr Phe Lys Asn Thr Gin Leu Pro Glu 

2260 2265 2270 

Arg Ala He Phe Gin He Lys Gin Tyr Asn Ser Val Ser Cys Gly Val 
2275 2280 2285 

Ser Glu Trp Gin Leu Glu Glu Ala Gin Val Phe Trp Ala Lys Lys Glu 
2290 2295 2300 

Gin Ser Leu Ala Leu Ser He Leu Lys Gin Met He Lys Lys Leu Asp 
2305 2310 2315 2320 

Ala Ser Cys Ala Ala Asn Asn Pro Ser Leu Lys Leu Thr Tyr Thr Glu 
2325 2330 2335 

Cys Leu Arg Val Cys Gly Asn Trp Leu Ala Glu Thr Cys Leu Glu Asn 
2340 2345 2350 

Pro Ala Val He Met Gin Thr Tyr Leu Glu Lys Ala Val Glu Val Ala 
2355 2360 2365 
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Gly Asn Tyr Asp Gly Glu Ser Ser Asp Glu Leu Arg Asn Gly Lys Met 
2370 2375 2380 

Lys Ala Phe Leu Ser Leu Ala Arg Phe Ser Asp Thr Gin Tyr Gin Arg 
2385 2390 2395 2400 

lie Glu Asn Tyr Met Lys Ser Ser Glu Phe Glu Asn Lys Gin Ala Leu 
2405 2410 2415 

Leu Lys Arg Ala Lys Glu Glu Val Gly Leu Leu Arg Glu His Lys He 
2420 2425 2430 

r 

Gin Thr Asn Arg Tyr Thr Val Lys Val Gin Arg Glu Leu Glu Leu Asp 
2435 2440 2445 

Glu Leu Ala Leu Arg Ala Leu Lys Glu Asp Arg Lys Arg Phe Leu Cys 
2450 2455 2460 

Lys Ala Val Glu Asn Tyr He Asn Cys Leu Leu Ser Gly Glu Glu His 
2465 2470 2475 2480 

Asp Met Trp Val Phe Arg Leu Cys Ser Leu Trp Leu Glu Asn Ser Gly 
2485 2490 2495 

Val Ser Glu Val Asn Gly Met Met Lys Arg Asp Gly Met Lys He Pro 
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Thr Tyr Lys Phe Leu Pro Leu Met Tyr Gin Leu Ala Ala Arg Met Gly 
2515 2520 .2525 

Thr Lys Met Met Gly Gly Leu Gly Phe His Glu Val Leu Asn Asn Leu 
2530 2535 ' 2540 

He Ser Arg He Ser Met Asp His Pro His His Thr Leu Phe He He 
2545 2550 2555 2560 

Leu Ala Leu Ala Asn Ala Asn Arg Asp Glu Phe Leu Thr Lys Pro Glu 
2565 2570 2575 

Val Ala Arg Arg Ser Arg He Thr Lys Asn Val Pro Lys Gin Ser Ser 
2580 2585 2590 

Gin Leu Asp Glu Asp Arg Thr Glu Ala Ala Asn Arg lie He Cys Thr_ 
2595 2600 2605 

He Arg Ser Arg Arg Pro Gin Met Val Arg Ser Val Glu Ala Leu Cys 
2610 2615 2620 

Asp Ala Tyr He He Leu Ala Asn Leu Asp Ala Thr Gin Trp Lys Thr 
2625 2630 2635 2640 

"Gln-Arg-Lys-Gly-I le- Asn-Ile-Pro-Ala-Asp-Gln-Pro- He-Thr-L-ys-Leu- 



WO 01/09345 



PCT/JP00/05060 



185/268 

2645 2650 2655 

Lys Asn Leu Glu Asp Val Val Val Pro Thr Met Glu He Lys Val Asp 
2660 2665 2670 

His Thr Gly Glu Tyr Gly Asn Leu Val Thr lie Gin Ser Phe Lys Ala 
Z675 coov 2boo 

Glu Phe Arg Leu Ala Gly Gly Val Asn Leu Pro Lys He He Asp Cys 
2690 2695 2700 

Val Gly Ser Asp Gly Lys Glu Arg Arg Gin Leu Val Lys Gly Arg Asp 
2705 2710 2715 2720 

Asp Leu Arg Gin Asp Ala Val Met Gin Gin Val Phe Gin Met Cys Asn 
2725 2730 2735 



Thr Leu Leu Gin Arg Asn Thr Glu Thr Arg Lys Arg Lys Leu Thr lie 
. 2740 2745 2750 

Cys Thr Tyr Lys Val Val Pro Leu Ser Gin Arg Ser Gly Val Leu Glu 
2755 2760 2765 

Trp Cys Thr Gly Thr Val Pro He Gly Glu Phe Leu Val Asn Asn Glu 
2770 2775 2780 
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Asp Gly Ala His Lys Arg Tyr Arg Pro Asn Asp Phe Ser Ala Phe Gin 
2785 2790 2795 2800 

Cys Gin Lys Lys Met Met Glu Val Gin Lys Lys Ser Phe Glu Glu Lys 
2805 2810 2815 

Tyr Glu Val Phe Met Asp Vai Cys Gin Asn Phe Gin Pro Vai Phe Arg 
2820 2825 2830 

Tyr Phe Cys Met Glu Lys Phe Leu Asp Pro Ala He Trp Phe Glu Lys 
2835 2840 2845 

Arg Leu. Ala Tyr Thr Arg Ser Val Ala Thr Ser Ser He Val Gly Tyr 
2850 2855 2860 

He Leu Gly Leu Gly Asp Arg His Val Gin Asn He Leu He Asn Glu 
2865_ .2870 . 2875 2880 

Gin Ser Ala Glu Leu Val His He Asp Leu Gly Val Ala Phe Glu Gin 
2885 2890 2895 

Gly Lys He Leu Pro Thr Pro Glu Thr Val Pro Phe Arg Leu Thr Arg 
2900 2905 2910 

Asp lie Val Asp Gly Met Gly He Thr Gly Val Glu Gly Val Phe Arg 
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Arg Cys Cys Glu Lys Thr Met Glu Val Met Arg Asn Ser Gin Glu Thr 
2930 2935 2940 

Leu Leu Thr lie Val Glu Val Leu Leu Tyr Asp Pro Leu Phe Asp Trp 
2945 2950 2955 2960 

Thr Met Asn Pro Leu Lys Ala Leu Tyr Leu Gin Gin Arg Pro Glu Asp 
2965 2970 2975 

Glu Thr Glu Leu His Pro Thr Leu Asn Ala Asp Asp Gin Glu Cys Lys 
2980 2985 2990 

Arg Asn Leu Ser Asp lie Asp Gin Ser Phe Asp Lys Val Ala Glu Arg 
2995 3000 3005 

Val Leu Met Arg Leu Gin Glu Lys Leu Lys Gly Val Glu Glu Gly Thr 
3010 . . 3015 - - 3020 

Val Leu Ser Val Gly Gly Gin Val Asn Leu Leu He Gin Gin Ala Me 
3025 3030 • 3035 3040 

Asp Pro Lys Asn Leu Ser Arg Leu Phe Pro Gly Trp Lys Ala Trp Val 
3045 3050 3055 
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<210> 42 
<211> 450 
<212> PRT 
<213> Homo sapiens 

<400> 42 

Met Ser Ala lie Gin Ala Ala Trp Pro Ser Gly Thr Glu Cys He Ala 
1 5 10 15 

Lys Tyr Asn Phe His Gly Thr Ala Glu Gin Asp Leu Pro Phe Cys Lys 
20 25 30 

Gly Asp Val Leu Thr He Val Ala Val Thr Lys Asp Pro Asn Trp Tyr 
35 40 45 

Lys Ala Lys Asn Lys Val Gly Arg Glu Gly lie He Pro Ala Asn Tyr 
50 55 60 

Val Gin Lys Arg Glu Gly Val Lys Ala Gly Thr Lys Leu Ser Leu Met 
65 70 75 80 

Pro Trp Phe His Gly Lys He Thr Arg Glu Gin Ala Glu Arg Leu Leu 
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Tyr Pro Pro Glu Thr Gly Leu Phe Leu Val Arg Glu Ser Thr Asn Tyr 
100 105 110 

Pro Gly Asp Tyr Thr Leu Cys Val Ser Cys Asp Gly Lys Val Glu His 
115 120 125 

Tyr Arg He Met Tyr His Ala Ser Lys LeU Ser Me Asp Glu Glu Val 
130 135 140 

Tyr Phe Glu Asn Leu Met Gin Leu Val Glu His Tyr Thr Ser Asp Ala 
145 150 155 160 

Asp Gly Leu Cys Thr Arg Leu He Lys Pro Lys Val Met Glu Gly Thr 
165 170 175 

Val Ala Ala Gin Asp Glu Phe Tyr Arg Ser Gly Trp Ala Leu Asn Met 
180 185 190 

Lys Glu Leu Lys Leu Leu Gin Thr He Gly Lys Gly Glu Phe Gly Asp 
195 200 205 

Val Met Leu Gly Asp Tyr Arg Gly Asn Lys Val Ala Val Lys Cys lie 
210 215 , 220 



Lys^sn"Asp^Ala-Thr-Ala-Gln-Ala-Phe-Leu-Ala-Glu-Ala-Ser-Val--Me 
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225 230 235 240 

Thr Gin Leu Arg His Ser Asn Leu Val Gin Leu Leu Gly Val He Val 
245 250 255 

Glu Glu Lys Gly Gly Leu Tyr He Val Thr Glu Tyr Met Ala Lys Gly 

260 265 270 

Ser Leu Val Asp Tyr Leu Arg Ser Arg Gly Arg Ser Val Leu Gly Gly 
275 280 285 

Asp Cys Leu Leu Lys Phe Ser Leu Asp Val Cys Glu Ala Met Glu Tyr 
290 295 300 

Leu Glu Gly Asn Asn Phe Val His Arg Asp Leu Ala Ala Arg Asn Val 
305 310 315 320 

Leu Val Ser Glu Asp Asn Val Ala Lys Val Ser Asp Phe Gly Leu Thr 
325 330 335 

Lys Glu Ala Ser Ser Thr Gin Asp Thr Gly Lys Leu Pro Val Lys Trp 
340 345 350 



Thr Ala Pro Glu Ala Leu Arg Glu Lys Lys Phe Ser Thr Lys Ser Asp 

355 - 360 365 
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Val Trp Ser Phe Gly He Leu Leu Trp Glu He Tyr Ser Phe Gly Arg 
370 375 380 

Val Pro Tyr Pro Arg lie Pro Leu Lys Asp Val Val Pro Arg Val Glu 
385. 390 395 400 

Lys Gly Tyr Lys Met Asp Ala Pro Asp Gly Cys Pro Pro Ala Val Tyr 
405 . 410 415 

Glu Val Met Lys Asn Cys Trp His Leu Asp Ala Ala Met Arg Pro Ser 
420 425 430 

Phe Leu Gin Leu Arg Glu Gin Leu Glu His He Lys Thr His Glu Leu 
435 440 445 

His Leu 

... _.45_0 _ _• 

<210> 43 
<211> 1142 
<212> PET 
<213> Homo sapiens 

<400> 43 

-Met-ATa-Phe-Cys*Ala-Lys Met-Arg Ser-Ser-Lys Lys-Thr-Glu-Val-Asn 
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1 5 10 15 

Leu Glu Ala Pro Glu Pro Gly Val Glu Val He Phe Tyr Leu Ser Asp 
20 25 30 

Arg Glu Pro Leu Arg Leu Gly Ser Gly Glu Tyr Thr Ala Glu Glu Leu 

35 40 45 

Cys He Arg Ala Ala Gin Ala Cys Arg He Ser Pro Leu Cys His Asn 
50 55 60 

Leu Phe Ala Leu Tyr Asp Glu Asn Thr Lys Leu Trp Tyr Ala Pro Asn 

.< 

65 70 75 80 

Arg Thr He Thr Val Asp Asp Lys Met Ser Leu Arg Leu His Tyr Arg 
85 90 95 

Met Arg Phe Tyr Phe Thr Asn Trp His Gly Thr Asn Asp Asn Glu Gin 
100 105 110 

Ser Val Trp Arg His Ser Pro Lys Lys Gin Lys Asn Gly Tyr Glu Lys 
115 120 125 



Lys Lys He Pro Asp Ala Thr Pro Leu Leu Asp Ala Ser Ser Leu Glu 
130 135 140 
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Tyr Leu Phe Ala Gin Gly Gin Tyr Asp Leu Val Lys Cys Leu Ala Pro 
145 150 155 160 

He Arg Asp Pro Lys Thr Glu Gin Asp Gly His Asp He Glu Asn Glu 
165 170 ^ 175 

Cys Leu Gly Met Ala Val Leu Ala He Ser His Tyr Ala Met Met Lys 
180 185 190 

Lys Met Gin Leu Pro Glu Leu Pro Lys Asp lie Ser Tyr Lys Arg Tyr 
195 200 205 

He Pro Glu Thr Leu Asn Lys Ser He Arg Gin Arg Asn Leu Leu Thr 
210 215 220 

Arg Met Arg He Asn Asn Val Phe Lys Asp Phe Leu Lys Glu Phe Asn 
225 230 235 240 



Asn Lys Thr He Cys Asp Ser Ser Val Ser Thr His Asp Leu Lys Val 
245 250 255 

Lys Tyr Leu Ala Thr Leu Glu Thr Leu Thr Lys His Tyr Gly Ala Glu 
260 265 270 

He Phe Glu Thr Ser Met Leu Leu He Ser Ser Glu Asn Glu Met Asn 

275 280 285 



WO 01/09345 



PCT/JP00/05060 



194/268 



Trp Phe His Ser Asn Asp Gly Gly Asn Val Leu Tyr Tyr Glu Val Met 
290 295 300 

Val Thr Gly Asn Leu Gly He Gin Trp Arg His Lys Pro Asn Val Val 
305 310 315 320 

Ser Val Glu Lys Glu Lys Asn Lys Leu Lys Arg Lys Lys Leu Glu Asn 
325 330 335 

Lys Asp Lys Lys Asp Glu Glu Lys Asn Lys lie Arg Glu Glu Trp Asn 
340 345 350 

Asn Phe Ser Phe Phe Pro Glu He Thr His lie Val He Lys Glu Ser 
355 360 365 

Val Val Ser lie Asn Lys Gin Asp Asn Lys Lys Met Glu Leu Lys Leu 
370 375 - 380 

Ser Ser His Glu Glu Ala Leu Ser Phe Val Ser Leu Val Asp Gly Tyr 
385 390 395 400 

Phe Arg Leu Thr Ala Asp Ala His His Tyr Leu Cys Thr Asp Val Ala 
405 410 415 



-Pro^ro4eu44e-Val-Hi3-Asii-4--le-61ii^ii^ly^8^34U^Rra-Ue- 
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420 425 430 

Cys Thr Glu Tyr Ala He Asn Lys Leu Arg Gin Glu Gly Ser Glu Glu 
435 440 445 

Gly Met Tyr Val Leu Arg Trp Ser Cys Thr Asp Phe Asp Asn lie Leu 

450 455 460 

Met Thr Val Thr Cys Phe Glu Lys Ser Glu Gin Val Gin Gly Ala Gin 

465 470 •'. 475 480 

Lys Gin Phe Lys Asn Phe Gin He Glu Val Gin Lys Gly Arg Tyr Ser 
485 490 495 

Leu His Gly Ser Asp Arg Ser Phe Pro Ser Leu Gly Asp Leu Met Ser 
500 505 510 



His Leu Lys Lys Gin He Leu Arg Thr Asp Asn I le Ser Phe Met Leu 
515 520 525 

Lys Arg Cys Cys Gin Pro Lys Pro Arg Glu lie Ser Asn Leu Leu Val 
530 535 540 

Ala Thr Lys Lys Ala Gin Glu Trp Gin Pro Val Tyr Pro Met Ser Gin 
545 550 555 560 
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Leu Ser Phe Asp Arg He Leu Lys Lys Asp Leu Val Gin Gly Glu His 
565 570 575 

Leu Gly Arg Gly Thr Arg Thr His He Tyr Ser Gly Thr Leu Met Asp 
580 , 585 590 

Tyr Lys Asp Asp Glu Gly Thr Ser Glu Glu Lys Lys lie Lys Val lie 
595 600 605 

Leu Lys Val Leu Asp Pro Ser His Arg Asp He Ser Leu Ala Phe Phe 
610 615 620 

Glu Ala Ala Ser Met Met Arg Gin Val Ser His Lys His lie Val Tyr 
625 630 635 640 

Leu Tyr Gly Val Cys Val Arg Asp Val Glu Asn He Met Val Glu Glu 
645 650 655 



Phe Val Glu Gly Gly Pro Leu Asp Leu Phe Met His Arg Lys Ser Asp 
660 665 670 

Val Leu Thr Thr Pro Trp Lys Phe Lys Val Ala Lys Gin Leu Ala Ser 
675 680 685 

Ala Leu Ser Tyr Leu Glu Asp Lys Asp Leu Val His Gly Asn Val Cys 
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Thr Lys Asn Leu Leu Leu Ala Arg Glu Gly He Asp Ser Glu Cys Gly 
705 710 715 720 

Pro Phe He Lys Leu Ser Asp Pro Gly lie Pro He Thr Val Leu Ser 
725 730 735 

Arg Gin Glu Cys lie Glu Arg He Pro Trp He Ala Pro Glu Cys Val 
740 745 750 

Glu Asp Ser Lys Asn Leu Ser Val Ala Ala Asp Lys Trp Ser Phe Gly 
755 760 765 

Thr Thr Leu Trp Glu He Cys Tyr Asn Gly Glu He Pro Leu Lys Asp 
770 775 780 

_Lys Thr Leu He Glu Lys Glu Arg Phe Tyr Glu Ser Arg Cys Arg Pro 
785 790 795 - 800 

Val Thr Pro Ser Cys Lys Glu Leu Ala Asp Leu Met Thr Arg Cys Met 
805 810 815 

Asn Tyr Asp Pro Asn Gin Arg Pro Phe Phe Arg Ala He Met Arg Asp 
820 825 830 



I Te~Asn~Lysr CetrGlirGlu Gln~Asn-PnrAsp-I le-Val-Ser-Arg-Lys-Lys 
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835 840 845 

Asn Gin Pro Thr Glu Val Asp Pro Thr His Phe Glu Lys Arg Phe Leu 
850 855 860 



Lys Arg lie Arg Asp Leu Gly Glu Gly His Phe Gly Lys Val Glu Leu 
865 870 875 880 

Cys Arg Tyr Asp Pro Glu Asp Asn Thr Gly Glu Gin Val Ala Val Lys 
885 890 895 

Ser Leu Lys Pro Glu Ser Gly Gly Asn His lie Ala Asp Leu Lys Lys 
900 905 910 

Glu He Glu He Leu Arg Asn Leu Tyr His Glu Asn He Val Lys Tyr 
915 920 925 

Lys Gly He Cys Thr Glu Asp Gly Gly Asn Gly He Lys Leu lie Met 
930 935 940 

Glu Phe Leu Pro Ser Gly Ser Leu Lys Glu Tyr Leu Pro Lys Asn Lys 
945 950 955 960 

Asn Lys He Asn Leu Lys Gin Gin Leu Lys Tyr Ala Val Gin He Cys 
965 970 975 
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Lys Gly Met Asp Tyr Leu Gly Ser Arg Gin Tyr Val His Arg Asp Leu 
980 985 990 

Ala Ala Arg Asn Val Leu Val Glu Ser Glu His Gin Val Lys He Gly 
995 1000 1005 

Asp Phe Gly Leu Thr Lys Ala Me Glu Thr Asp Lys Glu Tyr Tyr Thr 
1010 1015 1020 

Val Lys Asp Asp Arg Asp Ser Pro Val Phe Trp Tyr Ala Pro Glu Cys 
1025 1030 1035 1040 

Leu Met Gin Ser Lys Phe Tyr He Ala Ser Asp Val Trp Ser Phe Gly 
1045 1050 1055 

Val Thr Leu His Glu Leu Leu Thr Tyr Cys Asp Ser Asp Ser Ser Pro 
1060 1065 1070 



Met Ala Leu Phe Leu Lys Met He Gly Pro Thr His Gly Gin Met Thr 
1075 ' 1080 1085 

Val Thr Arg Leu Val Asn Thr Leu Lys Glu Gly Lys Arg Leu Pro Cys 
1090 1095 1100 



Pro Pro Asn Cys Pro Asp Glu Val Tyr Gin Leu Met Arg Lys Cys Trp 
1105 1110 1115 — — 1120 
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Glu Phe Gin Pro Ser Asn Arg Thr Ser Phe Gin Asn Leu lie Glu Gly 
1125 1130 1135 

Phe Glu Ala Leu Leu Lys 
1140 



<210> 44 
<211> 1338 
<212> PRT 

<213> Homo sapiens 
<400> 44 

Met Val Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu Leu Ser 
1 5 10 15 



Cys Leu Leu Leu Thr Gly Ser Ser Ser Gly Ser Lys Leu Lys Asp Pro 
20 25 30 

Glu Leu Ser Leu Lys Gly Thr Gin His He Met Gin Ala Gly Gin Thr 
35 40 45 



Leu His Leu 
50 



Gin Cys Arg Gly Glu Ala Ala His Lys Trp Ser Leu Pro 
55 60 
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Glu Met Val Ser Lys Giu Ser Glu Arg Leu Ser He Thr Lys Ser Ala 
6 5 70 75 80 

Cys Gly Arg Asn Gly Lys Gin Phe Cys Ser Thr Leu Thr Leu Asn Thr 
85 90 95 

Ala Gin Ala Asn His Thr Gly Phe Tyr Ser Cys Lys Tyr Leu Ala Val 
100 105 110 

Pro Thr Ser Lys Lys Lys Glu Thr Glu Ser Ala He Tyr He Phe lie 
115 120 125 

Ser Asp Thr Gly Arg Pro Phe Val Glu Met Tyr Ser Glu He Pro Glu 
130 135 140 

He He His Met Thr Glu Gly Arg Glu Leu Val He Pro Cys Arg Val 
145 150 155 160 

Thr Ser Pro Asn He Thr Val Thr Leu Lys Lys Phe Pro Leu Asp Thr 
165 170 " 175 

Leu He Pro Asp Gly Lys Arg lie He Trp Asp Ser Arg Lys Gly Phe 
180 185 190 

He He Ser Asn Ala Thr Tyr Lys Glu He Gly Leu Leu Thr Cys Glu 

195 200 205 
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Ala Thr Val Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg 
210 215 220 

Gin Thr Asn Thr He lie Asp Val Gin He Ser Thr Pro Arg Pro Val 
225 230 235 240 

Lys Leu Leu Arg Gly His Thr Leu Val Leu Asn Cys Thr Ala Thr Thr 
245 250 255 

Pro Leu Asn Thr Arg Val Gin Met Thr Trp Ser Tyr Pro Asp Glu Lys 
260 265 270 

Asn Lys Arg Ala Ser Val Arg Arg Arg He Asp Gin Ser Asn Ser His 
275 280 285 

Ala Asn He Phe Tyr Ser Val Leu Thr He Asp Lys Met Gin Asn Lys 
290 295 300 

Asp Lys Gly Leu Tyr Thr Cys Arg Val Arg Ser Gly Pro Ser Phe Lys 
305 310 315 320 

Ser Val Asn Thr Ser Val His He Tyr Asp Lys Ala Phe He Thr Val 

325 330 ■ 335 

Lys-His-Arg-Lys-Gln-GM 
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340 345 350 

Tyr Arg Leu Ser Met Lys Val Lys Ala Phe Pro Ser Pro Glu Val Val 
355 360 365 

Trp Leu Lys Asp Gly Leu Pro Ala Thr Glu Lys Ser Ala Arg Tyr Leu 

370 375 380 

Thr Arg Gly Tyr Ser Leu He He Lys Asp Val Thr Glu Glu Asp Ala 
385 390 395 400 

Gly Asn Tyr Thr lie Leu Leu Ser lie Lys Gin Ser Asn Val Phe Lys 
405 410 415 

Asn Leu Thr Ala Thr Leu He Val Asn Val Lys Pro Gin He Tyr Glu 
420 425 430 

Lys Ala Val Ser Ser Phe Pro Asp Pro Ala Leu Tyr Pro Leu Gly Ser 
435 440 445 

Arg Gin He Leu Thr Cys Thr Ala Tyr Gly He Pro Gin Pro Thr He 
450 455 460 

Lys Trp Phe Trp His Pro Cys Asn His Asn His Ser Glu Ala Arg Cys 
465 470 475 480 
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Asp Phe Cys Ser Asn Asn Glu Glu Ser Phe He Leu Asp Ala Asp Ser 
485 490 495 

Asn Met Gly Asn Arg lie Glu Ser He Thr Gin Arg Met Ala He He 

500 505 . . 510 

Glu Gly Lys Asn Lys Met Ala Ser Thr Leu Val Val Ala Asp Ser Arg 
515 520 525 

lie Ser Gly He Tyr He Cys He Ala Ser Asn Lys Val Gly Thr Val 
530 535 540 

Gly Arg Asn He Ser Phe Tyr He Thr Asp Val Pro Asn Gly Phe His 
545 550 555 560 

Val Asn Leu Glu Lys Met Pro Thr Glu Gly Glu Asp Leu Lys Leu Ser 
565 570 575 

Cys Thr Val Asn Lys Phe Leu Tyr Arg Asp Val Thr Trp He Leu Leu 
580 585 590 

Arg Thr Val Asn Asn Arg Thr Met His Tyr Ser He Ser Lys Gin Lys 
595 600 605 

Met Ala He Thr Lys Glu His Ser He Thr Leu Asn Leu Thr He Met 
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Asn Val Ser Leu Gin Asp Ser Gly Thr Tyr Ala Cys Arg Ala Arg Asn 
625 . 630 635 640 

Val Tyr Thr Gly Glu Glu He Leu Gin Lys Lys Glu He Thr He Arg 
645 650 655 

Asp Gin Glu Ala Pro Tyr Leu Leu Arg Asn Leu Ser Asp His Thr Val 
660 665 670 

Ala He Ser Ser Ser Thr Thr Leu Asp Cys His Ala Asn Gly Val Pro 
675 680 685 

Glu Pro Gin lie Thr Trp Phe Lys Asn Asn His Lys lie Gin Gin Glu 
690 695 700 

( 

Pro Gly lie He Leu Gly Pro Gly Ser Ser Thr Leu Phe He Glu Arg 
705 710 -715 720 

Val Thr Glu Glu Asp Glu Gly Val Tyr His Cys Lys Ala Thr Asn Gin 
725 730 735 

Lys Gly Ser Val Glu Ser Ser Ala Tyr Leu Thr Val Gin Gly Thr Ser 
740 745 750 



— Asp-L-ys-Ser-Asn-Leu- Glu-Leu-Ile Thr-Leu -Thr-Cys -Thr--Cys-Val-Ala— 
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755 760 765 

Ala Thr Leu Phe Trp Leu Leu Leu Thr Leu Leu He Arg Lys Met Lys 
770 775 780 

Arg Ser Ser Ser Glu lie Lys Thr Asp Tyr Leu Ser He He Met Asp 

785 790 795 800 

Pro Asp Glu Val Pro Leu Asp Glu Gin Cys Glu Arg Leu Pro Tyr Asp 
805 . 810 815 

Ala Ser Lys Trp Glu Phe Ala Arg Glu Arg Leu Lys Leu Gly Lys Ser 
820 825 830 

Leu Gly Arg Gly Ala Phe Gly Lys Val Val Gin Ala Ser Ala Phe Gly 
835 840 845 

He Lys Lys Ser Pro Thr Cys Arg Thr Val Ala Val Lys Met Leu Lys 
850 855 860 

Glu Gly Ala Thr Ala Ser Glu Tyr Lys Ala Leu Met Thr Glu Leu Lys 
865 870 875 880 



lie Leu Thr His He Gly His His Leu Asn Val Val Asn Leu Leu Gly 
885 890 895 



WO 01/09345 



PCT/JPOO/05060 



207/268 

Ala Cys Thr Lys Gin Gly Gly Pro Leu Met Val He Val Glu Tyr Cys 
900 905 910 

Lys Tyr Gly Asn Leu Ser Asn Tyr Leu Lys Ser Lys Arg Asp Leu Phe 
915 920 925 

Phe Leu Asn Lys Asp Ala Ala Leu His Met Glu Pro Lys Lys Glu Lys 
930 935 940 

Met Glu Pro Gly Leu Glu Gin Gly Lys Lys Pro Arg Leu Asp Ser Val 
945 950 955 960 

Thr Ser Ser Glu Ser Phe Ala Ser Ser Gly Phe Gin Glu Asp Lys Ser 
965 970 975 

Leu Ser Asp Val Glu Glu Glu Glu Asp Ser Asp Gly Phe Tyr Lys Glu 
980 985 990 



Pro He Thr Met Glu Asp Leu He Ser Tyr Ser Phe Gin Val Ala Arg 
995 1000 1005 

Gly Met Glu Phe Leu Ser Ser Arg Lys Cys He His Arg Asp Leu Ala 
1010 1015 1020 



Ala Arg Asn He Leu Leu Ser Glu Asn Asn Val Val Lys He Cys Asp 
1025 1030 1035 — 1040- 
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Phe Gly Leu Ala Arg Asp lie Tyr Lys Asn Pro Asp Tyr Val Arg Lys 
1045 1050 . 1055 

Gly Asp Thr Arg Leu Pro Leu Lys Trp Met Ala Pro Glu Ser lie Phe 
1060 1065 1070 

Asp Lys He Tyr Ser Thr Lys Ser Asp Val Trp Ser Tyr Gly Val Leu 
1075 1080 1085 

Leu Trp Glu He Phe Ser Leu Gly Gly Ser Pro Tyr Pro Gly Val Gin 
1090 1095 1100 

Met Asp Glu Asp Phe Cys Ser Arg Leu Arg Glu Gly Met Arg Met Arg 
1105 1110 1115 1120 

Ala Pro Glu Tyr Ser Thr Pro Glu lie Tyr Gin He Met Leu Asp Cys 
1125 1130 1135 

Trp His Arg Asp Pro Lys Glu Arg Pro Arg Phe Ala Glu Leu Val Glu 
1140 1145 1150 

Lys Leu Gly Asp Leu Leu Gin Ala Asn Val Gin Gin Asp Gly Lys Asp 
1155 1160 1165 



Tyr-rie-Pro-rie- Asn- Ala-I le Leu-Thr Gly -Asn-Ser-Gly-Phe-Thr-Tyr 
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1170 1175 1180 

Ser Thr Pro Ala Phe Ser Glu Asp Phe Phe Lys Glu Ser He Ser Ala 
1185 1190 1195 1200 

Pro Lys Phe Asn Ser Gly Ser Ser Asp Asp Val Arg Tyr Val Asn Ala 
1205 1210 1215 

Phe Lys Phe Met Ser Leu Glu Arg He Lys Thr Phe Glu Glu Leu Leu 
1220 1225 1230 

Pro Asn Ala Thr Ser Met Phe Asp Asp Tyr Gin Gly Asp Ser Ser Thr 
1235 1240 1245 

Leu Leu Ala Ser Pro Met Leu Lys Arg Phe Thr Trp Thr Asp Ser Lys 
1250 1255 1260 

Pro Lys Ala Ser Leu Lys He Asp Leu Arg Val Thr Ser Lys Ser Lys 
1265 1270 1275 1280 

Glu Ser Gly Leu Ser Asp Val Ser Arg Pro Ser Phe Cys His Ser Ser 
1285 1290 1295 



Cys Gly His Val Ser Glu Gly Lys Arg Arg Phe Thr Tyr Asp His Ala 
1300 1305 1310 
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Glu Leu Glu Arg Lys He Ala Cys Cys Ser Pro Pro Pro Asp Tyr Asn 
1315 1320 1325 

Ser Val Val Leu Tyr Ser Thr Pro Pro He 
1330 1335 



<210> 45 
<211> 309 
<212> PRT 

<213> Homo sapiens 
<400> 45 

Met Asp Glu Lys Val Phe Thr Lys Glu Leu Asp Gin Trp He Glu Gin 
1 5 10 15. 

Leu Asn Glu Cys Lys Gin Leu Ser Glu Ser Gin Val Lys Ser Leu Cys 
20 25 30 

Glu Lys Ala Lys Glu He Leu Thr Lys Glu Ser Asn Val Gin Glu Val 
35 40 45 

Arg Cys Pro Val Thr Val Cys Gly Asp Val His Gly Gin Phe His Asp 
50 55 60 

Leu Met Glu L eu Phe_Arg. He_Gly_ Gly .Lys _Ser_ Pro_Asp_Thn_ Asn. Tyr_ 
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65 70 75 80 

Leu Phe Met Gly Asp Tyr Val Asp Arg Gly Tyr Tyr Ser Val Glu Thr 
85 90 95 

Val Thr Leu Leu Val Ala Leu Lys Val Arg Tyr Arg Glu Arg He Thr 
100 105 • 110 

He Leu Arg Gly Asn His Glu Ser Arg Gin He Thr Gin Val Tyr Gly 
115 120 125 

Phe Tyr Asp Glu Cys Leu Arg Lys Tyr Gly Asn Ala Asn Val Trp Lys 
130 135 140 

Tyr Phe Thr Asp Leu Phe Asp Tyr Leu Pro Leu Thr Ala Leu Val Asp 
145 150 . 155 160 

Gly Gin lie Phe Cys Leu His Gly Gly Leu Ser Pro Ser He Asp Thr 
165 170 175 

Leu Asp His lie Arg Ala Leu Asp Arg Leu Gin Glu Val Pro His Glu 
180 185 190 

Gly Pro Met Cys Asp Leu Leu Trp Ser Asp Pro Asp Asp Arg Gly Gly 
195 200 205 
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Trp Gly He Ser Pro Arg Gly Ala Gly Tyr Thr Phe Gly Gin Asp He 
210 215 220 

Ser Glu Thr Phe Asn His Ala Asn Gly Leu Thr Leu Val Ser Arg Ala 
225. 230 235 240 

His Gin Leu Val Met Glu Gly Tyr Asn Trp Cys His Asp Arg Asn Val 
245 250 255 

Val Thr He Phe Ser Ala Pro Asn Tyr Cys Tyr Arg Cys Gly Asn Gin 
260 265 270 

Ala Ala He Met Glu Leu Asp Asp Thr Leu Lys Tyr Ser Phe Leu Gin 
275 280 285 

Phe Asp Pro Ala Pro Arg Arg Gly Glu Pro His Val Thr Arg Arg Thr 

.290 295 300 

Pro Asp Tyr Phe Leu 
305 



<210> 46 
<211> 394 
<212> PRT 

~<2 1 3>~Homo~sapi ens 
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<400> 46 

Met Val Thr Met Glu Glu Leu Arg Glu Met Asp Cys Ser Val Leu Lys 
1 5 10 15 

, Arg Leu Met Asn Arg Asp Glu Asn Gly Gly Gly Ala Gly Gly Ser Gly 

20 25 30 

Ser His Gly Thr Leu Gly Leu Pro Ser Gly Gly Lys Cys Leu Leu Leu 
35 40 45 

Asp Cys Arg Pro Phe Leu Ala His Ser Ala Gly Tyr He Leu Gly Ser 
50 55 60 

Val Asn Val Arg Cys Asn Thr He Val Arg Arg Arg Ala Lys Gly Ser 
65 70 75 80 



Val Ser Leu Glu Gin He Leu Pro Ala Glu Glu Glu Val Arg Ala Arg 
85 90 95 

Leu Arg Ser Gly Leu Tyr Ser Ala Val He Val Tyr Asp Glu Gly Ser 
100 105 110 



Pro Arg Ala Glu Ser Leu Arg Glu Asp Ser Thr Val Ser Leu Val Val 
115 120 125 
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Gin Ala Leu Arg Arg Asn Ala Glu Arg Thr Asp He Cys Leu Leu Lys 
130 135 140 . 

Gly Gly Tyr Glu Arg Phe Ser Ser Glu Tyr Pro Glu Phe Cys Ser Lys 
145 150 155 160 

Thr Lys Ala Leu Ala Ala He Pro Pro Pro Vai Pro Pro Ser Ala Thr 
165 170 175 

Glu Pro Leu Asp Leu Gly Cys Ser Ser Cys Gly Thr Pro Leu His Asp 
180 185 190 

Gin Gly Gly Pro Val Glu He Leu Pro Phe Leu Tyr Leu Gly Ser Ala 
195 200 205 

Tyr His Ala Ala Arg Arg Asp Met Leu Asp Ala Leu Gly He Thr Ala 

210 __ ; 215 220 

Leu Leu Asn Val Ser Ser Asp Cys Pro Asn His Phe Glu Gly His Tyr 

225 230 235 240 

- T ■ 

Gin Tyr Lys Cys He Pro Val Glu Asp Asn His Lys Ala Asp He Ser 
245 250 255 

Ser Trp Phe Met Glu Ala He Glu Tyr He Asp Ala Val Lys Asp Cys 
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Arg Gly Arg Val Leu Val His Cys Gin Ala Gly He Ser Arg Ser Ala 

275 280 285 

Thr He Cys Leu Ala Tyr Leu Met Met Lys Lys Arg Val Arg Leu Glu 
290 295 300 

Glu Ala Phe Glu Phe Val Lys Gin Arg Arg Ser He He Ser Pro Asn 
305 310 315 320 

Phe Ser Phe Met Gly Gin Leu Leu Gin Phe Glu Ser Gin Val Leu Ala 

" 325 330 335 

Thr Ser Cys Ala Ala Glu Ala Ala Ser Pro Ser Gly Pro Leu Arg Glu 
340 345 350 

Arg Gly Lys Thr Pro Ala Thr Pro Thr Ser Gin Phe Val Phe Ser Phe 

355 360 365 

Pro Val Ser Val Gly Val His Ser Ala Pro Ser Ser Leu Pro Tyr Leu 
370 375 380 



His Ser Pro He Thr Thr Ser Pro Ser Cys 
385 390 
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<210> 47 
<211> 185 
<212> PRT 

<213> Homo sapiens 
<400> 47 

Met Ser Gly Ser Phe Glu Leu Ser Vai Gin Asp Leu Asn Asp Leu Leu 
1 5 10 15 

Ser Asp Gly Ser Gly Cys Tyr Ser Leu Pro Ser Gin Pro Cys Asn Glu 
20 25 30 

Val Thr Pro Arg lie Tyr Val Gly Asn Ala Ser Val Ala Gin Asp lie 
35 40 45 

Pro Lys Leu Gin Lys Leu Gly He Thr His Val Leu Asn Ala Ala Glu 

50 55 60 

Gly Arg Ser Phe Met His Val Asn Thr Asn Ala Asn Phe Tyr Lys Asp 
65 70 75 80 

Ser Gly He Thr Tyr Leu Gly He Lys Ala Asn Asp Thr Gin Glu Phe 
85 90 95 

Asn Leu Ser Ala Tyr Phe Glu Arg Ala Ala Asp Phe He Asp Gin Ala 
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Leu Ala Gin Lys Asn Gly Arg Val Leu Val His Cys Arg Glu Gly Tyr 
115 120 125 

Ser Arg Ser Pro Thr Leu Val He Ala Tyr Leu Met Met Arg Gk Lys 
130 135 140 

Met Asp Val Lys Ser Ala Leu Ser lie Val Arg Gin Asn Arg Glu He 
145 150 155 160 

Gly Pro Asn Asp Gly Phe Leu Ala Gin Leu Cys Gin Leu Asn Asp Arg 
165 170 175 

Leu Ala Lys Glu Gly Lys Leu Lys Pro 
180 185 

<210> 48 
<211> 657 
<212> PRT 

<213> Homo sapiens 



<400> 48 

Met Arg Arg Ala Val Cys Phe Pro Ala Leu Cys Leu Leu Leu Asn Leu 
1 5 10 15 
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His Ala Ala Gly Cys Phe Ser Gly Asn Asn Asp His Phe Leu Ala He 
20 25 30 

Asn Gin Lys Lys Ser Gly Lys Pro Val Phe He Tyr Lys His Ser Gin 
35 40 45 

Asp He Glu Lys Ser Leu Asp lie Ala Pro Gin Lys He Tyr Arg His 
50 55 60 

Ser Tyr His Ser Ser Ser Glu Ala Gin Val Ser Lys Arg His Gin He 
65 70 75 80 

Val Asn Ser Ala Phe Pro Arg Pro Ala Tyr Asp Pro Ser Leu Asn Leu 
85 90 95 

Leu Ala Met Asp Gly Gin Asp Leu Glu Val Glu Asn Leu Pro He Pro 
100 105 110 

Ala Ala Asn Val He Val Val Thr Leu Gin Met Asp Val Asn Lys Leu 
115 120 125 

Asn He Thr Leu Leu Arg He Phe Arg Gin Gly Val Ala Ala Ala Leu 
130 135 140 

Gly Leu Leu Pro Gin Gin Val His He Asn Arg Leu He Gly Lys Lys 

145 150 155 -160 — 
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Asn Ser He Glu Leu Phe Val Ser Pro He Asn Arg Lys Thr Gly He 
165 170 175 

Ser Asp Ala Leu Pro Ser Glu Glu Val Leu Arg Ser Leu Asn lie Asn 
180 185 190 

Val Leu His Gin Ser Leu Ser Gin Phe Gly He Thr Glu Val Ser Pro 
195 200 205 

Glu Lys Asn Val Leu Gin Gly Gin His Glu Ala Asp Lys lie Trp Ser 
210 215 220 

Lys Glu Gly Phe Tyr Ala Val Val He Phe Leu Ser lie Phe Val He 
225 230 235 240 

He Val Thr Cys Leu Met He Leu Tyr Arg Leu Lys Glu Arg Phe Gin 
245 250 255 

Leu Ser Leu Arg Gin Asp Lys Glu Lys Asn Gin Glu He His Leu Ser 
260 265 270 

Pro He. Thr Leu Gin Pro Ala Leu Ser Glu Ala Lys Thr Val His Ser 
275 280 285 



Met-Val-Gln-PnrGlu-Gln Aia-Pro-Lys-Val-Leu-Asn-Val-Val-Val-Asp 
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290 295 300 

Pro Gin Gly Arg Gly Ala Pro Glu He Arg Ala Thr Thr Ala Thr Ser 
305 310 315 320 

Val Cys Pro Ser Pro Phe Lys Met Lys Pro He Gly Leu Gin Glu Arg 

325 330 335 

Arg Gly Ser Asn Val Ser Leu Thr Leu Asp Met Ser Ser Leu Gly Asn 
340 345 350 

He Glu Pro Phe Val Ser He Pro Thr Pro Arg Glu Lys Val Ala Met 
355 360 365 

Glu Tyr Leu Gin Ser Ala Ser Arg He Leu Thr Arg Ser Gin Leu Arg 
370 375 380 

Asp Val Val Ala Ser Ser His Leu Leu Gin Ser Glu Phe Met Glu He 
385 390 395 400 

Pro Met Asn Phe Val Asp Pro Lys Glu He Asp lie Pro Arg His Gly 
405 410 415 



Thr Lys Asn Arg Tyr Lys Thr He Leu Pro Asn Pro Leu Ser Arg Val 
420 425 430 
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Cys Leu Arg Pro Lys Asn Val Thr Asp Ser Leu Ser Thr Tyr He Asn 
435 440 445 

Ala Asn Tyr He Arg Gly Tyr Ser Gly Lys Glu Lys Ala Phe He Ala 
450 455 .460 

Thr Gin Gly Pro Met lie Asn Thr Val Asp Asp Phe Trp Gin Met Val 
465 470 475 480 

Trp Gin Glu Asp Ser Pro Val He Val Met He Thr Lys Leu Lys Glu 
485 490 495 

Lys Asn Glu Lys Cys Val Leu Tyr Trp Pro Glu Lys Arg Gly He Tyr 
500 505 510 

Gly Lys Val Glu Val Leu Val He Ser Val Asn Glu Cys Asp Asn Tyr 
515 520 525 



Thr He Arg Asn Leu Val Leu Lys Gin Gly Ser His Thr Gin His Val 
530 535 540 

Lys His Tyr Trp Tyr Thr Ser Trp Pro Asp His Lys Thr Pro Asp Ser 
545 550 555 560 

Ala Gin Pro Leu Leu Gin Leu Met Leu Asp Val Glu Glu Asp Arg Leu 



WO 01/09345 



PCT/JPOO/05060 



222/268 

Ala Ser Gin Gly Arg Gly Pro Val Val Val His Cys Ser Ala Gly He 
580 585 590 

Gly Arg Thr Gly Cys Phe He Ala Thr Ser lie Gly Cys Gin Gin Leu 
595 600 605 

Lys Glu Glu Gly Val Val Asp Ala Leu Ser He Val Cys Gin Leu Arg 
610 615 620 

Met Asp Arg Gly Gly Met Val Gin Thr Ser Glu Gin Tyr Glu Phe Val 
625 630 635 640 

His His Ala Leu Cys Leu Tyr Glu Ser Arg Leu Ser Ala Glu Thr Val 
645 650 655 

Gin 



<210> 49 
<211> 537 
<212> PRT 

<213> Homo sapiens 
-<400>-49 
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Glu Arg Leu Leu Gly Arg Pro Gin Pro lie Val Met Glu Ala Leu Asp 
15 10 15 

Glu Ala Glu Gly Leu Gin Asp Ser Gin Arg Glu Met Pro Pro Pro Pro 
20 25 30 

Pro Pro Ser Pro Pro Ser Asp Pro Ala Gin Lys Pro Pro Pro Arg Gly 
35 40 45 

Ala Gly Ser His Ser Leu Thr Val Arg Ser Ser Leu Cys Leu Phe Ala 
50 55 60 

Ala Ser Gin Phe Leu Leu Ala Cys Gly Val Leu Trp Phe Ser Gly Tyr 
65 70 75 80 

Gly His Met Trp Ser Gin Asn Ala Thr Asn Leu Val Ser Ser Leu Leu 
85 90 95 



Thr Leu Leu Lys Gin Leu Glu Pro Thr Ser Trp Leu Asp Ser Gly Thr 
100 105 110 

Trp Gly Val Pro Gly Leu Leu Leu Val Phe Leu Ser Val Gly Leu Val 
115 120 125 

Leu Val Thr Thr Leu Val Trp His Leu Leu Arg Thr Pro Pro Glu Pro 
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Pro Thr Pro Leu Pro Pro Glu Asp Arg Arg Gin Ser Val Ser Arg Gin 
145 150 155 160 

Pro Ser Phe Thr Tyr Ser Glu Trp Met Glu Glu Lys He Glu Asp Asp 
165 170 175 

Phe Leu Asp Leu Asp Pro Val Pro Glu Thr Pro Val Phe Asp Cys Val 
180 185 190 

Met Asp He Lys Pro Glu Ala Asp Pro Thr Ser Leu Thr Val Lys Ser 
195 200 205 

Met Gly Leu Gin Glu Arg Arg Gly Ser Asn Val Ser Leu Thr Leu Asp 
210 .215 220 

Met Cys Thr Pjro Gly Cys Asn Glu Glu Gly Phe Gly Tyr Leu Met Ser 
225 230 235 240 

Pro Arg Glu Glu Ser Ala Arg Glu Tyr Leu Leu Ser Ala Ser Arg Val 
245 250 255 

Leu Gin Ala Glu Glu Leu His Glu Lys Ala Leu Asp Pro Phe Leu Leu 
260 265 270 



Gin Ala-Glu Phe-Phe-Glu-I le Pro-Met-Asn-Phe-Val-Val-Pro Lys_Glu 
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275 280 285 

Tyr Asp He Pro Gly Arg Cys Arg Lys Asn Arg Tyr Lys Thr He Leu 
290 295 300 

Pro Asn Pro His Ser Arg Val Cys Leu Thr Ser Pro Asp Pro Asp Asp 
305 310 315 320 

Pro Leu Ser Ser Tyr He Asn Ala Asn Tyr He Arg Gly Tyr Gly Gly 
325 330 335 

Glu Glu Lys Val Tyr He Ala Thr Gin Gly Pro He Val Ser Thr Val 
340 345 350 

Ala Asp Phe Trp Arg Met Val Trp Gin Glu His Thr Pro He lie Val 
355 360 365 

Met He Thr Asn lie Glu Glu Met Asn Glu Lys Cys Thr Glu Tyr Trp 
370 375 380 

Pro Glu Glu Gin Val Ala Tyr Asp Gly Val Glu He Thr Val Gin Lys 
385 390 395 400 

Val He His Thr Glu Asp Tyr Arg Leu Arg Leu He Ser Leu Lys Ser 
405 410 415 
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Gly Thr Glu Glu Arg Gly Leu Lys His Tyr Trp Phe Thr Ser Trp Pro 
420 425 430 

Asp Gin Lys Thr Pro Asp Arg Ala Pro Pro Leu Leu His Leu Val Arg 
435 440 445 

Glu Val Glu Glu Ala Ala Gin Gin Glu Gly Pro His Cys Ala Pro lie 
450 455 460 

He Val His Cys Ser Ala Gly He Gly Arg Thr Gly Cys Phe lie Ala 
465 470 475 480 

Thr Ser He Cys Cys Gin Gin Leu Arg Gin Glu Gly Val Val Asp He 
485 490 495 

Leu Lys Thr Thr Cys Gin Leu Arg Gin Asp Arg Gly Gly Met He Gin 
500 _ 505 510 



His Cys Glu Gin Tyr Gin Phe Val His His Val Met Ser Leu Tyr Glu 
515 520 " 525 

Lys Gin Leu Sef His Gin Ser Pro Glu 
530 535 



-<210>-50" 
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<211> 403 
<212> PRT 

<213> Homo sapiens 
<400> 50 

Met Thr Ala He lie Lys Glu He Val Ser Arg Asn Lys Arg Arg Tyr 
1 5 10 15 

Gin Glu Asp Gly Phe Asp Leu Asp Leu Thr Tyr lie Tyr Pro Asn He 
20 25 30 

lie Ala Met Gly Phe Pro Ala Glu Arg Leu Glu Gly Val Tyr Arg Asn 
35 40 45 

Asn lie Asp Asp Val Val Arg Phe Leu Asp Ser Lys His Lys Asn His 
50 55 60 

Tyr Lys He Tyr Asn Leu Cys Ala Glu Arg His Tyr Asp Thr Ala Lys 
65 70 75 80 

Phe Asn Cys Arg Val Ala Gin Tyr Pro Phe Glu Asp His Asn Pro Pro 
85 90 95 



Gin Leu Glu Leu He Lys Pro Phe Cys Glu Asp Leu Asp Gin Trp Leu 
100 105 110 
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Ser Glu Asp Asp Asn His Val Ala Ala lie His Cys Lys Ala Gly Lys 
115 120 125 

Gly Arg Thr Gly Val Met He Cys Ala Tyr Leu Leu His Arg Gly Lys 
130 135 140 

Phe Leu Lys Ala Gin Giu Ala Leu Asp Phe Tyr Gly Glu Val Arg Thr 
145 150 155 160 

Arg Asp Lys Lys Gly Val Thr He Pro Ser Glu Arg Arg Tyr Val Tyr 
165 170 175 

Tyr Tyr Ser Tyr Leu Leu Lys Asn His Leu Asp Tyr Arg Pro Val Ala 

i 

180 185 190 

Leu Leu Phe His Lys Met Met Phe Glu Thr He Pro Met Phe Ser Gly 
_ 195 200 205 

Gly Thr Cys Asn Pro Gin Phe Val Val Cys Gin Leu Lys Val Lys He 
210 215 220 

Tyr Ser Ser Asn Ser Gly Pro Thr Arg Arg Glu Asp Lys Phe Met Tyr 
225 230 235 240 

Phe Glu Phe Pro Gin Pro Leu Pro Val Cys Gly Asp He Lys Val Glu 
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Phe Phe His Lys Gin Asn Lys Met Leu Lys Lys. Asp Lys Met Phe His 
260 265 270 

Phe Ttp Val Asn Thr Phe Phe He Pro Gly Pro Glu Glu Thr Ser Glu 
275 280 285 

Lys Val Glu Asn Gly Ser Leu Cys Asp Gin Glu He Asp Ser lie Cys 
290 295 300 

Ser He Glu Arg Ala Asp Asn Asp Lys Glu Tyr Leu Val Leu Thr Leu 
305 310 315 320 

Thr Lys Asn Asp Leu Asp Lys Ala Asn Lys Asp Lys Ala Asn Arg Tyr 
325 330 335 

Phe Ser Pro Asn Phe Lys Val Lys Leu Tyr Phe Thr Lys Thr Val Glu 
340 345 350 

Glu Pro Ser Asn Pro Glu Ala Ser Ser Ser Thr Ser Val Thr Pro Asp 
355 360 365 

Val Ser Asp Asn Glu Pro Asp His Tyr Arg Tyr Ser Asp Thr Thr Asp 
370 375 380 

Ser-Asp. Pro -Glu-Asn-Glu P-ro-Phe Asp-Glu -Asp-Gln-His-Thr- Gin -He- 
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390 395 400 



<210> 51 
<211> 447 
<212> PET 

<213> Homo sapiens 

Ser Thr Leu Gin Asp Pro Arg Arg Arg Asp Pro Gin Asp 
5 10 15 

Asp Val Tyr Val Asp He Thr Asp Arg Leu Arg Phe Ala lie Leu Tyr 

20 . 25 30_ 

Ser Arg Pro Lys Ser Ala Ser Asn Val His Tyr Phe Ser He Asp Asn 
35 40 45 

Glu Leu Glu Tyr Glu Asn Phe Ser Glu Asp Phe Gly Pro Leu Asn Leu 
50 55 60 



385 

Thr Lys Val 



<400> 51 
Met Arg Ser 
1 



Ala Met Val Tyr Arg Tyr Cys Cys Lys He Asn Lys Lys Leu Lys Ser 
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lie Thr Met Leu Arg Lys Lys He Val His Phe Thr Gly Ser Asp Gin 
85 90 95 

Arg Lys Gin Ala Asn Ala Ala Phe Leu Val Gly Cys Tyr Met Val He 
. 100 105 110 

Tyr Leu Gly Arg Thr Pro Glu Ala Ala Tyr Arg lie Leu lie Phe Gly 
115 120 125 ' 

Asp Thr Pro Tyr lie Pro Phe Arg Asp Ala Ala Tyr Gly Ser Cys Asn 
.130 135 140 

Phe Tyr He Thr Leu Leu Asp Cys Phe His Ala Val Lys Lys Ala Met 
145 150 155 160 

Gin Tyr Gly Phe Leu Asn Phe Asn Ser Phe Asn Leu Asp Glu Tyr Glu 
- 165 170 175 

His Tyr Glu Lys Ala Glu Asn Gly Asp Leu Asn Trp He He Pro Asp 
180 185 190 

Arg Phe He Ala Phe Cys Gly Pro His Ser Arg Ala Arg Leu Glu Ser 
195 200 205 



Gly-Tyr-His-Gln -His-Ser-Pro-Glu-Thr-Tyr-He-Gln-Tyr Phe-Lys -Asn 
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210 215 220 ( 

His Asn Val Thr Thr lie He Arg Leu Asn Lys Arg Met Tyr Asp Ala 
225 230 235 240 

Lys Arg Phe Thr Asp Ala Gly Phe Asp His His Asp Leu Phe Phe Ala 

■ 245 .250 255 

Asp Gly Ser Thr Pro Thr Asp Ala lie Val Lys Arg Phe Leu Asp He 
260 265 270 

Cys Glu Asn Ala Glu Gly Ala He Ala Val His Cys Lys Ala Gly Leu 
275 280 285 

Gly Arg Thr Gly Thr Leu lie Ala Cys Tyr He Met Lys His Tyr Arg 
290 295 300 

Met Thr Ala Ala Glu Thr He Ala Trp Val Arg He Cys Arg Pro Gly 
305 310 315 320 

Leu Val He Gly Pro Gin Gin Gin Phe Leu Val Met Lys Gin Thr Ser 
325 330 335 

Leu Trp Leu Glu Gly Asp Tyr Phe Arg Gin Arg Leu Lys Gly Gin Glu 
340 345 350 
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Asn Gly Gin His Arg Ala Ala Phe Ser Lys Leu Leu Ser Gly Val Asp 

355 360 , 365 

Asp He Ser He Asn Gly Val Glu Asn Gin Asp Gin Gin Glu Pro Lys 
370 375 380 

Pro Tyr Ser Asp Asp Asp Glu lie Asn Gly Val Thr Gin Gly Asp Arg 
385 390 395 400 

Ser Arg Ala Leu Lys Arg Arg Arg Gin Ser Lys Thr Asn Asp He Leu 
405 410 415 

J 

Leu Pro Ser Pro Leu Ala Val Leu Thr Phe Thr Leu Cys Ser Val Val 
420 425 430 

lie Trp Trp lie Val Cys Asp Tyr He Leu Pro He Leu Leu Phe 
435 440 445 

<210> 52 
<211> 340 
<212> PRT 

<213> Homo sapiens 
<400> 52 

-Met- Leu-Glu Aia Pro Gly-Pro-Ser-Asp-Gly-Gys-Glu-Leu-Ser-Asn-P-ro- 
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15 10 15 

Ser Ala Ser Arg Val Ser Cys Ala Gly Gin Met Leu Glu Val Gin Pro 
20 25 30 

Gly Leu Tyr Phe Gly Gly Ala Ala Ala Val Ala Glu Pro Asp His Leu 

35 , 40 45 

Arg Glu Ala Gly He Thr Ala Val Leu Thr Val Asp Ser Glu Glu Pro 
50 55 60 

Ser Phe Lys Ala Gly Pro Gly Val Glu Asp Leu Trp Arg Leu Phe Val 
65 70 75 80 

Pro Ala Leu Asp Lys Pro Glu Thr Asp Leu Leu Ser His Leu Asp Arg 
85 90 95 

Cys Val Ala Phe lie Gly Gin Ala Arg Ala Glu Gly Arg Ala Val Leu 
100 105 110 

Val His Cys His Ala Gly Val Ser Arg Ser Val Ala He He Thr Ala 
115 120 125 

Phe Leu Met Lys Thr Asp Gin Leu Pro Phe Glu Lys Ala Tyr Glu Lys 
130 135 140 
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Leu Gin He Leu Lys Pro Glu Ala Lys Met Asn Glu Gly Phe Glu Trp 
145 150 155 160 

Gin Leu Lys Leu Tyr Gin Ala Met Gly Tyr Glu Val Asp Thr Ser Ser 
165 170 175 

Ala lie Tyr Lys Gin Tyr Arg Leu Gin Lys Val Thr Glu Lys Tyr Pro 
180 185 190 

Glu Leu Gin Asn Leu Pro Gin Glu Leu Phe Ala Val Asp Pro Thr Thr 
195 200 205 

Val Ser Gin Gly Leu Lys Asp Glu Val Leu Tyr Lys Cys Arg Lys Cys 
210 215 220 

Arg Arg Ser Leu Phe Arg Ser Ser Ser lie Leu Asp His Arg Glu Gly 
225 230 235 240 

Ser Gly Pro He Ala Phe Ala His Lys Arg Met Thr Pro Ser Ser Met 
245 250 255 

Leu Thr Thr Gly Arg Gin Ala Gin Cys Thr Ser Tyr Phe lie Glu Pro 
260 265 270 

Val Gin Trp Met Glu Ser Ala Leu Leu Gly Val Met Asp Gly Gin Leu 
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Leu Cys Pro Lys Cys Ser Ala Lys Leu Gly Ser Phe Asn Trp Tyr Gly 
290 295 ' 300 

Glu Gin Cys Ser Cys Gly Arg Trp He Thr Pro Ala Phe Gin He His 
305 310 315 320 

Lys Asn Arg Val Asp Glu Met Lys He Leu Pro Val Leu Gly Ser Gin 
325 330 335 

Thr Gly Lys He 
340 

<210> 53 
<211> 150 
<212> PRT 

<213> Homo sapiens 
<400> 53 

Met Gly Val Gin Pro Pro Asn Phe Ser Trp Val Leu Pro Gly Arg Leu 
1 5 10 15 



Ala Gly Leu Ala Leu Pro Arg Leu Pro Ala His Tyr Gin Phe Leu Leu 
20 25 30 
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Asp Leu Gly Val Arg His Leu Val Ser Leu Thr Glu Arg Gly Pro Pro 
35 40 45 

His Ser Asp Ser Cys Pro Gly Leu Thr Leu His Arg Leu Arg He Pro 
50 55 60 

Asp Phe Cys Pro Pro Ala Pro Asp Gin Me Asp Arg Phe Val Gin He 
65 70 75 80 

Val Asp Glu Ala Asn Ala Arg Gly Glu Ala Val Gly Val His Cys Ala 
85 90 95 

Leu Gly Phe Gly Arg Thr Gly Thr Met Leu Ala Cys Tyr Leu Val Lys 
100 105 110 

Glu Arg Gly Leu Ala Ala Gly Asp Ala He Ala Glu He Arg Arg Leu 
115 120 125 



Arg Pro Gly Pro He Glu Thr Tyr Glu Gin Glu Lys Ala Val Phe Gin 
130 135 140 



Phe Tyr Gin Arg Thr Lys 
145 150 
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<211> 322 
<212> PRT 
<213> Homo sapiens 

<400> 54 

Gly Leu Met Leu Arg Arg Leu Arg Lys Gly Asn Leu Pro He Arg Ser 
1 5 10 15 

He He Pro Asn His Ala Asp Lys Glu Arg Phe Ala Thr Arg Cys Lys 
20 25 30 

Ala Ala Thr Val Leu Leu Tyr Asp Glu Ala Thr Ala Glu Trp Gin Pro 
35 40 45 

Glu Pro Gly Ala Pro Ala Ser Val Leu Gly Leu Leu Leu Gin Lys Leu 
50 55 60 



Arg Asp Asp Gly Cys Gin Ala Tyr Tyr Leu Gin Gly Gly Phe Asn Lys 
65 70 75 80 

Phe Gin Thr Glu Tyr Ser Glu His Cys Glu Thr Asn Val Asp Ser Ser 
85 90 95 

Ser Ser Pro Ser Ser Ser Pro Pro Thr Ser Val Leu Gly Leu Gly Gly 
100 105 110 
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Leu Arg lie Ser Ser Asp Cys Ser Asp Gly Glu Ser Asp Arg Glu Leu 
115 120 125 

Pro Ser Ser Ala Thr Glu Ser Asp Gly Ser Pro Val Pro Ser Ser Gin 
130 135 140 

Pro Ala Phe Pro Val Gin lie Leu Pro Tyr Leu Tyr Leu Gly Cys Ala 
145 150 155 160 

Lys Asp Ser Thr Asn Leu Asp Val Leu Gly Lys Tyr Gly lie Lys Tyr 
165 170 175 

lie Leu Asn Val Thr Pro Asn Leu Pro Asn Ala Phe Glu His Gly Gly 
180 185 190 

Glu Phe Thr Tyr Lys Gin He Pro lie Ser Asp His Trp Ser Gin Asn 
195 200 205 



Leu Ser Gin Phe Phe Pro Glu Ala lie Ser Phe He Asp Glu Ala Arg 

210 215 220 

Ser Lys Lys Cys Gly Val Leu Val His Cys Leu Ala Gly He Ser Arg 

225 230 235 240 

Ser Val Thr Val Thr Val Ala Tyr Leu Met Gin Lys Met Asn Leu Ser 
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Leu Asn Asp Ala Tyr Asp Phe Val Lys Arg Lys Lys Ser Asn He Ser 
260 265 270 

Pro Asn Phe Asn Phe Met Gly Gin Leu Leu Asp Phe Glu Arg Thr Leu 
275 280 285 

Gly Leu Ser Ser Pro Cys Asp Asn His Ala Ser Ser Glu Gin Leu Tyr 
290 295 300 

Phe Ser Thr Pro Thr Asn His Asn Leu Phe Pro Leu Asn Thr Leu Glu 
305 310 315 320 

Ser Thr 



<210> 55 
<211> 521 
<212> PRT ^ 
<213> Homo sapiens 

<400> 55 

Met Ser Glu Pro Lys Ala lie Asp Pro Lys Leu Ser Thr Thr Asp Arg 
1 5 10 15 . 



WO 01/09345 



PCT/JP00/05060 



241/268 

Val Val Lys Ala Val Pro Phe Pro Pro Ser His Arg Leu Thr Ala Lys 
20 25 30 

Glu Val Phe Asp Asn Asp Gly Lys Pro Arg Val Asp He Leu Lys Ala 
35 40 45 

His Leu Met Lys Glu Gly Arg Leu Glu Glu Ser Val Ala Leu Arg He 
50 55 60 

lie Thr Glu Gly Ala Ser He Leu Arg Gin Glu Lys Asn Leu Leu Asp 
65 70 75 80 

He Asp Ala Pro Val Thr Val Cys Gly Asp He His Gly Gin Phe Phe 
85 90 95 

Asp Leu Met Lys Leu Phe Glu Val Gly Gly Ser Pro Ala Asn Thr Arg 
100 105 110 

Tyr Leu Phe Leu Gly Asp Tyr Val Asp Arg Gly Tyr Phe Ser lie Glu 
115 120 125 

Cys Val Leu Tyr Leu Trp Ala Leu Lys He Leu Tyr Pro Lys Thr Leu 
130 135 140 

Phe Leu Leu Arg Gly Asn His Glu Cys Arg His Leu Thr Glu Tyr Phe 
-145 150 155 160- 
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Thr Phe Lys Gin Glu Cys Lys He Lys Tyr Ser Glu Arg Val Tyr Asp 
.165 170 175 

Ala Cys Met Asp Ala Phe Asp Cys Leu Pro Leu Ala Ala Leu Met Asn 
180 185 190 

Gin Gin Phe Leu Cys Val His Gly Gly Leu Ser Pro Glu He Asn Thr 
195 200 205 

Leu Asp Asp lie Arg Lys Leu Asp Arg Phe Lys Glu Pro Pro Ala Tyr 
210 215 220 

Gly Pro Met Cys Asp He Leu Trp Ser Asp Pro Leu Glu Asp Phe Gly 
225 230 235 240 

.Asn Glu Lys Thr Gin Glu His Phe Thr His Asn Thr Val Arg Gly Cys 
245 250 255 

Ser Tyr Phe Tyr Ser Tyr Pro Ala Val Cys Glu Phe Leu Gln'His Asn 
260 265 270 

Asn Leu Leu Ser He Leu Arg Ala His Glu Ala Gin Asp Ala Gly Tyr 
275 280 285 

"Arg"Met-Tyr-Arg Lys~Ser Gln-Thr Thr Gly-Phe Pro-Ser-Leu-I le~Thr - 
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290 295 300 

He Phe Ser Ala Pro Asn Tyr Leu Asp Val Tyr Asn Asn Lys Ala Ala 
305 310 315 320 

Val Leu Lys Tyr Glu Asn Asn Val Met Asn lie Arg Gin Phe Asn Cys 

325 330 335 

Ser Pro His Pro Tyr Trp Leu Pro Asn Phe Met Asp Val Phe Thr Trp 
340 345 350 

Ser Leu Pro Phe Val Gly Glu Lys Val Thr Glu Met Leu Val Asn Val 
355 360 365 

Leu Asn He Cys Ser Asp Asp Glu Leu Gly Ser Glu Glu Asp Gly Phe 
370 375 380 

Asp Gly Ala Thr Ala Ala Ala Arg Lys Glu Val lie Arg Asn Lys lie 
385 390 395 400 



Arg Ala He Gly Lys Met Ala Arg Val Phe Ser Val Leu Arg Glu Glu 
405 410 415 

Ser Glu Ser Val Leu Thr Leu Lys Gly Leu Thr Pro Thr Gly Met Leu 
420 425 430 
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Pro Ser Gly Val Leu Ser Gly Gly Lys Gin Thr Leu Gin Ser Ala Thr 
435 440 445 

Val Glu Ala He Glu Ala Asp Glu Ala He Lys Gly Phe Ser Pro Gin 
450 455 460 

His Lys lie Thr Ser Phe Glu Glu Ala Lys Gly Leu Asp Arg He Asn 
465 470 475 480 

Glu Arg Met Pro Pro Arg Arg Asp Ala Met Pro Ser Asp Ala Asn Leu 
485 490 495 

Asn Ser He Asn Lys Ala Leu Thr Ser Glu Thr Asn Gly Thr Asp Ser 
500 505 510 

Asn Gly Ser Asn Ser Ser Asn lie Gin 
515 520 



<210> 56 
<211> 1267 
<212> PRT 
<213> Homo sapiens 

<400> 56 

— Asp Leu-Ser-Arg-Ser-His-Cys His-Val-Tyr Leu-Ala-His-Leu-Glu-Asn 
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1 5 10 15 

Ser Phe Gly Pro Ser Gly Ala Arg Glu Gly Ser Leu Ser Ser Gin Asp 
20 25 30 

Ser Arg Thr Glu Ser Ala Ser Leu Ser Gin Ser Gin Val Asn Gly Phe 

35 40 45 

Phe Ala Ser His Leu Gly Asp Gin Thr Trp Gin Glu Ser Gin His Gly 
50 55 60 

Ser Pro Ser Pro Ser Val He Ser Lys Ala Thr Glu Lys Glu Thr Phe 
65 70 75 80 

Thr Asp Ser Asn Gin Ser Lys Thr Lys Lys Pro Gly He Ser Asp Val 
85 90 95 

Thr Asp Tyr Ser Asp Arg Gly Asp Ser Asp Met Asp Glu Ala Thr Tyr 
100 105 110 

Ser Ser Ser Gin Asp His Gin Thr Pro Lys Gin Glu Ser Ser Ser Ser 
115 120 125 

Val Asn Thr Ser Asn Lys Met Asn Phe Lys Thr Phe Pro Ser Ser Pro 
130 135 140 
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Pro Arg Ser Gly Asp He Phe Glu Val Glu Leu Ala Lys Asn Asp Asn 
145 150 155 160 

Ser Leu Gly He Ser Val Thr Gly Gly, Val Asn Thr Ser Val Arg His 
165 170 175 

Gly Gly He Tyr Val Lys Ala Val lie Pro Gin Gly Ala Ala Glu Ser 
180 185 190 

Asp Gly Arg He His Lys Gly Asp Arg Val Leu Ala Val Asn Gly Val 
195 200 205 

Ser Leu Glu Gly Ala Thr His Lys Gin Ala Val Glu Thr Leu Arg Asn 
210 215 220 

Thr Gly Gin Val Val His Leu Leu Leu Glu Lys Gly Gin Ser Pro Thr 
225 . 230 235 240 

Ser Lys Glu His Val Pro Val Thr Pro Gin Cys Thr Leu Ser Asp Gin 
245 250 255 

Asn Ala Gin Gly Gin Gly Pro Glu Lys Val Lys Lys Thr Thr Gin Val 
260 265 270 

Lys Asp Tyr Ser Phe Val Thr Glu Glu Asn Thr Phe Glu Val Lys Leu 

275 2 80 285 
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Phe Lys Asn Ser Ser Gly Leu Gly Phe Ser Phe Ser Arg Glu Asp Asn 
290 295 300 

Leu He Pro Glu Gin He Asn Ala Ser He Val Arg Val Lys Lys Leu 
305 310 315 320 

Phe Pro Gly Gin Pro Ala Ala Glu Ser Gly Lys He Asp Val Gly Asp 
325 330 335 

Val He Leu Lys Val Asn Gly Ala Ser Leu Lys Gly Leu Ser Gin Gin 
340 345 350 

Glu Val He Ser Ala Leu Arg Gly Thr Ala Pro Glu Val Phe Leu Leu 
355 360 365 

Leu Cys Arg pro Pro Pro Gly Val Leu Pro Glu He Asp Thr Ala Leu 
370 375 380 

Leu Thr Pro Leu Gin Ser Pro Ala Gin Val Leu Pro Asn Ser Ser Lys 
385 390 l 395 400 

Asp Ser Ser Gin Pro Ser Cys Val Glu Gin Ser Thr Ser Ser Asp Glu 
405 410 415 

~AsrGlu MerSer-Asp Lys-Ser-Lys-Lys-Gln-Gys-Lys-Ser-Pro-Ser-Arg- 



WO 01/09345 



PCT/JP00/05060 



248/268 



420 425 430 

Lys Asp Ser Tyr Ser Asp Ser Ser Gly Ser Gly Glu Asp Asp Leu Val 
435 440 445 

Thr Ala Pro Ala Asn He Ser Asn Ser Thr Trp Ser Ser Ala Leu His 
450 455 460 

Gin Thr Leu Ser Asn Met Val Ser Gin Ala Gin Ser His His Glu Ala 
465 470 475 480 

Pro Arg Val Lys Lys He Pro Phe Val Pro Cys Phe Thr lie Leu Arg 
485 490 495 

Lys Arg Pro Asn Lys Pro Glu Phe Glu Asp Ser Asn Pro Ser Pro Leu 
500 505 510 

Pro Pro Asp Met Ala Pro Gly Gin Ser Tyr Gin Pro Gin Ser Glu Ser 
515 520 525 

Ala Ser Ser Ser Ser Met Asp Lys Tyr His He His His lie Ser Glu 
530 535 540 



Pro Thr Arg Gin Glu Asn Trp Thr Pro Leu Lys Asn Asp Leu Glu Asn 
545 550 555 560 
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His Leu Glu Asp Phe Glu Leu Glu Val Glu Leu Leu He Thr Leu lie 
565 . 570 575 

Lys Ser Glu Lys Gly Ser Leu Gly Phe Thr Val Thr Lys Gly Asn Gin 
580 585 590 

Arg He Gly Cys Tyr Val His Asp Val He Gin Asp Pro Ala Lys Ser 
595 600 ' 605 

Asp Gly Arg Leu Lys Pro Gly Asp Arg Leu He Lys Val Asn Asp Thr 
610 615 620 

Asp Val Thr Asn Met Thr His Thr Asp Ala Val Asn Leu Leu Arg Gly 
625 630 635 ' 640 

Ser Lys Thr Val Arg Leu Val He Gly Arg Val Leu Glu Leu Pro Arg 

.64$ _ 650 655 



lie Pro Met Leu Pro His Leu Leu Pro Asp He Thr Leu Thr Cys Asn 
660 665 670 

Lys Glu Glu Leu Gly Phe Ser Leu Cys Gly Gly His Asp Ser Leu Tyr 
675 680 .685 

Gin Val Val Tyr He Ser Asp He Asn Pro Arg Ser Val Ala Ala He 
690— 695- 700 
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Glu Gly Asn Leu Gin Leu Leu Asp Val lie His Tyr Val Asn Gly Val 
705 . 710 715 720 

Ser Thr Gin Gly Met Thr Leu Glu Glu Val Asn Arg Ala Leu Asp Met 
725 730 735 

Ser Leu Pro Ser Leu Val Leu Lys Ala Thr Arg Asn Asp Leu Pro Val 
740 745 750 

Val Pro Ser Ser Lys Arg Ser Ala Val Ser Ala Pro Lys Ser Thr Lys 
755 760 765 

Gly Asn Gly Ser Tyr Ser Val Gly Ser Cys Ser Gin Pro Ala Leu Thr 
770 775 780 

Pro Asn Asp Ser Phe Ser Thr Val Ala Gly Glu Glu He Asn Glu He 
785 790 795 800 

Ser Tyr Pro Lys Gly Lys Cys Ser Thr Tyr Gin He Lys Gly Ser Pro 
805 810 815 



Asn Leu Thr Leu Pro Lys Glu Ser Tyr He Gin Glu Asp Asp He Tyr 
820 825 830 



Asp-Asp-Ser-Gln-Glu-Ala-GM 
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835 840 845 

Asp Glu Glu Ser Gin Asn Leu Leu Asn Glu Asn Asn Ala Ala Gly Tyr 
850 855 860 

Ser Cys Gly Pro Gly Thr Leu Lys Met Asn Gly Lys Leu Ser Glu Glu 

865 . 870 875 880 

Arg Thr Glu Asp Thr Asp Cys Asp Gly Ser Pro Leu Pro Glu Tyr Phe 
885 890 895 

Thr Glu Ala Thr Lys Met Asn Gly Cys Glu Glu Tyr Cys Glu Glu Lys 
900 905 910 

Val Lys Ser Glu Ser Leu He Gin Lys Pro Gin Glu Lys Lys Thr Asp 
915 920 925 



Asp Asp Glu Me Thr Trp Gly Asn Asp Glu Leu Pro He Glu Arg Thr 
930 935 940 

Asn His Glu Asp Ser Asp Lys Asp His Ser Phe Leu Thr Asn Asp Glu 
945 950 955 960 

Leu Ala Val Leu Pro Val Val Lys Val Leu Pro Ser Gly Lys Tyr Thr 
965 970 975 
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Gly Ala Asn Leu Lys Ser Val He Arg Val Leu Arg Val Ala Arg Ser 
980 985 " 990 

Gly He Pro Ser Lys Glu Leu Glu Asn Leu Gin Glu Leu Lys Pro Leu 
995 1000 1005 

Asp Gin Cys Leu lie Gly Gin Thr Lys Glu Asn Arg Arg Lys Asn Arg 
. 1010 1015 1020 

Tyr Lys Asn lie Leu Pro Tyr Asp Ala Thr Arg Val Pro Leu Gly Asp 
1025 1030 1035 1040 

Glu Gly Gly Tyr He Asn Ala Ser Phe He Lys He Pro Val Gly Lys 
1045 1050 1055 

Glu Glu Phe Val Tyr He Ala Cys Gin Gly Pro Leu Pro Thr Thr Val 
1060 1065 1070 

Gly Asp Phe Trp Gin Met He Trp Glu Gin Lys Ser Thr Val He Ala 
1075 1080 1085 

Met Met Thr Gin Glu Val Glu Gly Glu Lys He Lys Cys Gin Arg Tyr 
1090 1095 11.00 

Trp Pro Asn He Leu Gly Lys Thr Thr Met Val Ser Asn Arg Leu Arg 
-1105 1110 1-115 1-120 

\ 
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Leu Ala Leu Val Arg Met Gin Gin Leu Lys Gly Phe Val Val Arg Ala 
1125 1130 1135 

Met Thr Leu Glu Asp He Gin Thr Arg Glu Val Arg His He Ser His 
1140 1145 1150 

Leu Asn Phe Thr Ala Trp Pro Asp His Asp Thr Pro Ser Gin Pro Asp 
1155 1160 1165 

Asp Leu Leu Thr Phe He Ser Tyr Met Arg His lie His Arg Ser Gly 
1170 1175 1180 

Pro He He Thr His Cys Ser Ala Gly lie Gly Arg Ser Gly Thr Leu 
1185 1190 1195 1200 

lie Cys. lie Asp Val Val Leu Gly Leu He_Ser_Gln Asp Leu Asp Phe 
1205 1210 1215 

Asp He Ser Asp Leu Val Arg Cys Met Arg Leu Gin Arg His Gly Met . 
1220 1225 1230 

Val Gin Thr Glu Asp Gin Tyr He Phe Cys Tyr Gin Val He Leu Tyr 
1235 1240 1245 



VaT'Leu'Thr Arg _ Lw Gin-Ala" Glu-Glu-Glu Gln-Lys Gln-Gln-Pro-Gln 
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1250 1255 1260 

Leu Leu Lys 
1265 



<210> 57 
<211> 551 
<212> PRT 

<213> Hoio sapiens 
<400> 57 

Met Asn Glu Ser Pro Asp Pro Thr Asp Leu Ala Gly Val He He Glu 
1 5 10 15 

Leu Gly Pro Asn Asp Ser Pro Gin Thr Ser Glu Phe Lys Gly Ala Thr 
20 25 30 



Glu Glu Ala Pro Ala Lys Glu Ser Pro His Thr Ser Glu Phe Lys Gly 
35 40 45 

Ala Ala Arg Val Ser Pro He Ser Glu Ser Val Leu Ala Arg Leu Ser 
50 55 60 

Lys Phe Glu Val Glu Asp Ala Glu Asn Val Ala Ser Tyr Asp Ser Lys 
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He Lys Lys He Val His Ser He Val Ser Ser Phe Ala Phe Gly Leu 
85 90 95 

Phe Gly Val Phe Leu Val Leu Leu Asp Val Thr Leu He Leu Ala Asp 
100 105 110 

Leu He Phe Thr Asp Ser Lys Leu Tyr He Pro Leu Glu Tyr Arg Ser 
115 120 125 

lie Ser Leu Ala lie Ala Leu Phe Phe Leu Met Asp Val Leu Leu Arg 
130 135 140 

Val Phe Val Glu Arg Arg Gin Gin Tyr Phe Ser Asp Leu Phe Asn He 
145 150 155 160 

Leu Asp Thr Ala He He Val He Leu Leu Leu Val Asp Val Val Tyr 
165 170 - 175 

lie Phe Phe Asp He Lys Leu Leu Arg Asn He Pro Arg Trp Thr His 
180 185 190 

Leu Leu Arg Leu Leu Arg Leu He He Leu Leu Arg He Phe His Leu 
195 200 205 

Phe-His-Gln-Lys-Arg-Gln-Leu-Glu Lys-Leu-He-Arg-Arg-Arg Val-Ser 
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210 ) 215 220 

Glu Asn Lys Arg Arg Tyr Thr Arg Asp Gly Phe Asp Leu Asp Leu Thr 
225 230 235 240 



Tyr Val Thr Glu Arg He He Ala Met Ser Phe Pro Ser Ser Gly Arg 

245 250 255 

Gin Ser Phe Tyr Arg Asn Pro He Lys Glu Val Val Arg Phe Leu Asp 
260 265 270 

Lys Lys His Arg Asn His Tyr Arg Val Tyr Asn Leu Cys Ser Glu Arg 
275 280 285 

Ala Tyr Asp Pro Lys His Phe His Asn Arg Val Val Arg lie Met He 
290 295 300 

f 

Asp Asp His Asn Val Pro Thr Leu His Gin Met Val Val Phe Thr Lys 
305 310 315 320 

Glu Val Asn Glu Trp Met Ala Gin Asp Leu Glu Asn He Val Ala lie 
325 330 335 



His Cys Lys Gly Gly Thr Asp Arg Thr Gly Thr Met Val Cys Ala Phe 
340 345 350 
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Leu He Ala Ser Glu He Cys Ser Thr Ala Lys Glu Ser Leu Tyr Tyr 
355 360 365 

Phe Gly Glu Arg Arg Thr Asp Lys Thr His Ser Glu Lys Phe Gin Gly 
370 375 380 

Val Glu Thr Pro Ser Gin Lys Arg Tyr Val Aia Tyr Phe Ala Gin Val 
385 390 395 400 

Lys His Leu Tyr Asn Trp Asn Leu Pro Pro Arg Arg lie Leu Phe He 
405 410 415 

Lys His Phe He He Tyr Ser He Pro Arg Tyr Val Arg Asp Leu Lys 
420 425 430 

He Gin He Glu Met Glu Lys Lys Val Val Phe Ser Thr He Ser Leu 
_435 [ ... .440 _ 445 

Gly Lys Cys Ser Val LeU Asp Asn He Thr Thr Asp Lys He Leu lie 
450 455 460 

Asp Val Phe Asp Gly Pro Pro Leu Tyr Asp Asp Val Lys Val Gin Phe 
465 . 470 475 480 

Phe Tyr Ser Asn Leu Pro Thr Tyr Tyr Asp Asn Cys Ser Phe Tyr Phe 
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Trp Leu His Thr Ser Phe lie Glu Asn Asn Arg Leu Tyr Leu Pro Lys 
500 505 510 

Asn Glu Leu Asp Asn Leu His Lys Gin Lys Ala Arg Arg He Tyr Pro 
515 520 525 

Ser Asp Phe Ala Val Glu He Leu Phe Gly Glu Lys Met Thr Ser Ser 
530 535 540 

Asp Val Val Ala Gly Ser Asp 
545 550 

<210> 58 
<211> 323 

<_212> PRT 

<213> Homo sapiens 

<400> 58 

Met Ala Asp Leu Asp Lys Leu Asn He Asp Ser He He Gin Arg Leu 
1 5 s 10 15 

Leu Glu Val Arg Gly Ser Lys Pro Gly Lys Asn Val Gin Leu Gin Glu 
20 25 30 
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Asn Glu lie Arg Gly Leu Cys Leu Lys Ser Arg Glu lie Phe Leu Ser 
35 40 45 

Gin Pro He Leu Leu Glu Leu Glu Ala Pro Leu Lys He Cys Gly Asp 
50 55 60 

He His Gly Gin Tyr Tyr Asp Leu Leu Arg Leu Phe Glu Tyr Gly Gly 
65 .70 75 80 

Phe Pro Pro Glu Ser Asn Tyr Leu Phe Leu Gly Asp Tyr Val Asp Arg 
85 90 95 

Gly Lys Gin Ser Leu Glu Thr He Cys Leu Leu Leu Ala Tyr Lys lie 
100 105 110 

Lys Tyr Pro Glu Asn Phe Phe Leu Leu Arg Gly Asn His Glu Cys Ala 
115 120 125 

Ser lie Asn Arg lie Tyr Gly Phe Tyr Asp Glu Cys Lys Arg Arg Tyr 
130 135 . 140 

Asn He Lys Leu Trp Lys Thr Phe Thr Asp Cys Phe Asn Cys Leu Pro 
145 150 155 160 

He Ala Ala lie Val Asp Glu Lys He Phe Cys Cys His Gly Gly Leu 
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Ser Pro Asp Leu Gin Ser Met Glu Gin He Arg Arg He Met Arg Pro 
180 185 190 

Thr Asp Val Pro Asp Gin Gly Leu Leu Cys Asp Leu Leu Trp Ser Asp 
195 200 205 

Pro Asp Lys Asp Val Leu Gly Trp Gly Glu Asn Asp Arg Gly Val Ser 
210 215 220 

Phe Thr Phe Gly Ala Glu Val Val Ala Lys Phe Leu His Lys His Asp 
225 230 235 240 

Leu Asp Leu lie Cys Arg Ala His Gin Val Val Glu Asp Gly Tyr Glu 
245 250 255 

Phe Phe Ala Lys Arg Gin Leu Val Thr Leu Phe Ser Ala Pro Asn Tyr 
260 - 265 270 

Cys Gly Glu Phe Asp Asn Ala Gly Ala Met Met Ser Val Asp Glu Thr 
275 280 285 

Leu Met Cys Ser Phe Gin lie Leu Lys Pro Ala Glu Lys Lys Lys Pro 
290 295 300 

-Asn -Ala-Thr- Arg-Pro-Val-Thr-P-ro-Pro-Arg-Gly-Met- Ile-Thr-Lys-Gln- 
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305 310 315 ■ 320 

Ala Lys Lys 



<2i0> 59 
<211> 319 
<212> PRT 

<213> Homo sapiens 
<400> 59 

Asp Lys Leu Asn He Asp Ser He He Gin Arg Leu Leu Glu Val Arg 
1 5 10 15 

Gly Ser Lys Pro Gly Lys Asn Val Gin Leu Gin Glu Asn Glu lie Arg 

20 25 _ 30 

Gly Leu Cys Leu Lys Ser Arg Glu He Phe Leu Ser Gin Pro He Leu 
35 40 45 

Leu Glu Leu Glu Ala Pro Leu Lys lie Cys Gly Asp lie His Gly Gin 
50 55 60 

Tyr Tyr Asp Leu Leu Arg Leu Phe Glu Tyr Gly Gly Phe Pro Pro Glu 
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Ser Asn Tyr Leu Phe Leu Gly Asp Tyr Val Asp Arg Gly Lys Gin Ser 
85 90 95 

Leu Glu Thr He Cys Leu Leu Leu Ala Tyr Lys He Lys Tyr Pro Glu 
100 105 110 

Asn Phe Phe Leu Leu Arg Gly Asn His Glu Cys Ala Ser He Asn Arg 
115 120 125 

He Tyr Gly Phe Tyr Asp Glu Cys Lys Arg Arg Tyr Asn He Lys Leu 
130 135 140 

Trp Lys Thr Phe Thr Asp Cys Phe Asn Cys Leu Pro He Ala Ala He 
145 150 155 160 

Val Asp Glu Lys lie Phe Cys Cys His Gly Gly Leu Ser Pro Asp Leu 
165 170 175 

Gin Ser Met Glu Gin lie Arg Arg lie Met Arg Pro Thr Asp Val Pro 
180 185 190 

J 

Asp Gin Gly Leu Leu Cys Asp Leu Leu Trp Ser Asp Pro Asp Lys Asp 
195 200 205 

_VaLLeu-.Gly_Trp-Gly-Glu-Asn.Asp-Arg-Gl.y-Val-Ser-Phe-Thr-Phe-Gly — 
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210 215 220 

Ala Glu Val Val Ala Lys Phe Leu His Lys His Asp Leu Asp Leu He 
225 230 235 240 

Cys Arg Ala His Gin Val Val Glu Asp Gly Tyr Glu Phe Phe Ala Lys 

245 250 255 

Arg Gin Leu Val Thr Leu Phe Ser Ala Pro Asn Tyr Cys Gly Glu Phe 
260 265 270 

Asp Asn Ala Gly Ala Met Met Ser Val Asp Glu Thr Leu Met Cys Ser 
275 280 285 

Phe Gin He Leu Lys Pro Ala Glu Lys Lys Lys Pro Asn Ala Thr Arg 
290 295 300 

Pro Val Thr Pro Pro Arg Gly Met He Thr Lys Gin Ala Lys Lys 
305 310 315 

<210> 60 
<211> 309 
<212> PRT 
<213> Homo sapiens 
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<400> 60 

Met Asp Glu Lys Val Phe Thr Lys Glu Leu Asp Gin Trp He Glu Gin 
1 5 10 15 

Leu Asn Glu Cys Lys Gin Leu Ser Glu Ser Gin Val Lys Ser Leu Cys 
20 25 30 

Glu Lys Ala Lys Glu He Leu Thr Lys Glu Ser Asn Val Gin Glu Val 
35 40 45 

Arg Cys Pro Val Thr Val Cys Gly Asp Val His Gly Gin Phe His Asp 
50 55 60 

Leu Met Glu Leu Phe Arg He Gly Gly Lys Ser Pro Asp Thr Asn Tyr 
65 70 75 80 

Leu Phe Met Gly Asp Tyr Val Asp Arg Gly Tyr Tyr Ser Val Glu Thr 
85 90 95 

Val Thr Leu Leu Val Ala Leu Lys Val Arg Tyr Arg Glu Arg He Thr 
100 105 110 

He Leu Arg Gly Asn His Glu Ser Arg Gin He Thr Gin Val Tyr Gly 
115 120 125 

Phe-Tyr_Asp-Glu-Cys -Leu-Arg-Lys-Tyr-Gly-Asn Ala-Asn- Val-Trp-Lys- 
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130 135 140 

Tyr Phe Thr Asp Leu Phe Asp Tyr Leu Pro Leu Thr Ala Leu Val Asp 
145 150 155 ,160 

Gly Gin He Phe Cys Leu His Gly Gly Leu Ser Pro Ser lie Asp Thr 
165 170 175 

Leu Asp His lie Arg Ala Leu Asp Arg Leu Gin Glu Val Pro His Glu 
180 185 190 

Gly Pro Met Cys Asp Leu Leu Trp Ser Asp Pro Asp Asp Arg Gly Gly 
195 200 205 

Trp Gly He Ser Pro Arg Gly Ala Gly Tyr Thr Phe Gly Gin Asp He 
210 215 220 

Ser Glu Thr Phe Asn His Ala Asn Gly Leu Thr Leu Val Ser Arg Ala 
225 230 235 240 

His Gin Leu Val Met Glu Gly Tyr Asn Trp Cys His Asp Arg Asn Val 
245 250 255 



Val Thr He Phe Ser Ala Pro Asn Tyr Cys Tyr Arg Cys Gly Asn Gin 
260 265 270 
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Ala Ala He Met Glu Leu Asp Asp Thr Leu Lys Tyr Ser Phe Leu Gin 
275 280 .285 

Phe Asp Pro Ala Pro Arg Arg Gly Glu Pro His Val Thr Arg Arg Thr 
290 295 300 

Pro Asp Tyr Phe Leu 

305 . / 

<210> 61 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Primer Sequence 

<400> 61 

tacggaagtg ttacttctgc 20 
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<211> 20 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Artificially 
Synthesized Primer Sequence 

<400> 62 

tgtgggaggt tttttctcta 20 



<210> 63 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence^Artificially 
Synthesized Primer Sequence 

<400> 63 

gttttcccag tcacgac 17 



<210> 64 
<211> 17 

-<212>"DNA" 
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<213>. Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Artificially 
Synthesized Primer Sequence 



<400> 64 

caggaaacag ctatgac 



17 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOO/05060 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C12N 15/54, C12N 15/55, C12N9/12, C12N9/16, C12N 5/10, C12N 1/21, 
C12N 1/19, C07K 16/40, G01N 33/53, G01N 33/566 

According to Internation al Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED . 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C12N 15/54, C12N 15/55, C12N 9/12, C12N 9/16, C12N 5/10, C12N 1/21, 
C12N 1/19, C07K 16/40, G01N 33/53, G01N 33/566 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
GenBank/EMBL/DDBJ/GeneSeq, SwissProt/PIR/GeneSeq, MEDLINE (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



P,X 



Citation of document, with indication, where appropriate, of the relevant passages 



WO, 98/3 6054, Al (AMRAD OPERATIONS PTY. 
20 August, 1998 (20.08.98) 
& AU, 9859734, A 



LTD.) , 



SUZUKI Y. et al., "Statistical analysis of the 5' 
untranslated region of human mRNA using "Oligo- Capped" 
cDNA libraries", Genomics (March 2000) Vol.64, No. 3, 
pp. 286-297 



, Relevant to claim No. 



1-2,4,6-11 



1-2,4,6-11 



I | Further documents are listed in the continuation of Box C. Q Sec patent family annex 


* Special categories of cited documents: T* later document published after the international filing date or 
"A" document defining the general state of the art which is not priority date and not in conflict with the application but cited to 

considered to be of particular relevance understand the principle or theory underlying the invention 

**E" earlier document but published on or after the ratemational filing *X" document of particular relevance; the claimed invention cannot be 

date considered novel or cannot be considered to involve an inventive 
"L" document which may throw doubts on priority c laim(s) or which is step when the document is token alone 

cited to establish the publication date of another citation or other "V document of particular relevance; the claimed invention cannot be 

special reason (as specified) considered to involve an inventive step when the document is 
"0" document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such 

means combination being obvious to a person skilled in the art 
"P" document published prior to the international filing date but later M &" document member of the same patent family 

than the priority date claimed 


Date of the actual completion of the international search 
19 October, 2000 (19.10.00) 


Date of mailing of the international search report 
31 October, 2000 (31.10.00) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile Nor — 


Authorized officer 
-TelephoneNo. ^ . _ _. 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOO/05060 



Box I Observations where certain claims were found unsear chable (Continuation of item 1 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. Q Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



n Claims Nos.: 

because they are dependent claims and arc not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 

The inventions as set forth in claims 1 to 11 are classified into 12 groups 
of inventions, i.e., inventions relating to DNA containing the base sequences 
represented in SEQ ID NOS :1, 3, 5, 7, 9, 11, 13, 15, 17, 19and21 (each corresponding 
to a part of claims 1 and 2, 4, and 6 to 11) and an invention relating to DNA 
containing the base sequences represented in SEQ ID NO:24 (a part of claims 3, 
5, 6 to 9, and 11) . These groups of inventions are not considered as relating 
to a group of inventions so linked as to form a single general inventive concept. 



1 . £"] As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. Q As all searchable claims could be searched without eflbrt justifying an additional fee, this Authority did not invite payment 
of any additional fee, _ _ — __. ... 

3 O As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. No squired additional search fees were timely paid by the applicant. Consequently, this international 
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 

Inventions relating to DNA containing the base sequence represented 
by SEQ ID NO:l as set forth in claims 1 and 2, 4, and 6 to 11. 

Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

| 1 No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 



. BB0B£tt@ 



S&ffl&## PCX/ J POO/0 5 06 0 



a. xmo>Ri-zm<v#m (mm&ttm m pc) ) 

Int. Q 1 C12N 15/54, C12N 15/55, C12N 9/12, C12N 9/16, C12N 5/10, C12N 1/21, C12N 1/19, C07K 16/40, 
G01N 33/53, G01N 33/566 



■*«rff ofcft/MWW* (E&#2F#*i (IPC) ) 

Int. CI 1 C12N 15/54, C12N 15/55, C12N 9/12, C12N 9/16, C12N 5/10, C12N 1/21, C12N 1/19. C07K 16/40, 
COIN 33/53, G01N 33/566 



GenBank/EMBL/DDBJ/CeneSeq, SwissProt/PIR/GeneSeq. MEDLINE (STN) 



C . £ BBft frft 6 gift 



P.X 



WO, 98/36054, Al (AMRAD OPERATIONS PTY. LTD. ) 20.8^.1998 
(20.08. 98) & AU. 9859734, A . 

SUZUKI, Y. et al. 'Statistical analysis of the 5' untranslated 
region of human raRNA using "Oligo-Capped* cDNA libraries', 
Genomics (2000. Mar. ) Vol. 64, No. 3, p. 286-297 



B*f'5 



1-2,4,6-11 
1-2,4, 6-11 



-* -9iflj*«o**.sfy.^- 

Taj 1»icW©#)«*»-cti4<v -iSftMMRCTife*^ 

SIR (S*Srft*r) 
rpj BRfflKBSire, d*o«Jt*(0iH(0ffl8^ft5tt«B 



fTj |^aXtt«5t0g^*^iT&ot 



BlHiat frJST Lfc B 



19. 10. 00 



31.10,00 



..BBBaiai«©*»a.^*^* 

B*B4$W/r (I'SA/j P) 
BffiSfl 0 0-891 5 




4B 9 28 1 



03-358 1-1 1 0 1 34 4 8 



S^PCT/ISA/210 (#2^-v?) (1 9 9 8^7^) 



BKtaffi## PCT/ J POO/0506 0 



' £^8^3^ (PCTl7jfc(2)C a)) (P*)UStc.):9> ^BmHgagttgCOgft^J: t)a»g)f5i8co-ggtco t v-c^ 



2. □ ia*o«sEa tt> ««««BMB«BEfr*wi:#"e**a«*-eBf*«aMl=*«fcu-cv^ 



3. Q »#©«5B ' li, «JSiiS*<D«6ll-Cfco-CPCfMiJ6.4(a)©Jg2X&t/SB3S:0«^c 



lt*(Dtfiffl 1-11 fcCtt*ivfc*M»4v EW«* 1 v 3 , E [ % 7 , ■ 9 > 1 K 13, 1 
-2. 4 6-ll©HBr, t»*24fcM©MWJ)KDNAK«*»5 « 



1. n mmA&&W£Mm&z&ft*+^rm®ft\zMtt\,£.<r>x> roHKSsfiftStt. -r^-cosas^jie^mjft 
»m*«fc»»iM*fc*<&fc*»<»fc. • — 



3 □ ttJSAfl5#B<eifi;tarafi¥^fc-&©^ roBESSI2taett. ¥«W«OW 



4 [x] fflgSA^S*iiAPS3S*ft»firfflra^»-«W+^<t* > ' :> fc ro '^» £»■■■»»«*. J8*»«5HroSWI-Satt 
SI*©?5ffll-2, 4, 6-1 ioi3?y*^ltS«troaSE?iJ«r^tpDNAIc«5*W 



SSPCT/ISA/2 10 (SBl^-v^SSMl) > (1 998¥7^) 

1 



> 



